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75/^B2#l> 

(iv) K3Wf : lT^SnS75/»g2#l*01~5fl tffSKttl~3E 
2e»K$?;£L<«l~2{@, «£D8F£L<KL lfl) ©75/8^075; 

9- 
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15 



20 



25 



(v) ±|H ( i ) ~ ( i v) £ ft 7 5 J W^M & WT 5 ft* . 

Ts^u^y^K^i/rfcL mz.&* mm<Dm^m^\ i-eto£ft*75/ 



» 



* 

ttfiMflsffl 0»Jtfc)U / jMn<DjjmzmVTft*>Z.tifi'e&* flAfcf, Modem 
Urine Chemistry (Bayer Corporation, New York, 1996^) \ZtZW(.<Dj3fe£.fc 



■ » 

■ ■ 

MtLTte, Mx.^ I23Wf : 2 l, @E3Wt: 2, se^wt: 7, @B?"J# 



C3 



: 8 , : 9 , iB^<J#-^ : 10, gB^>J#^ : 11, @2»^ : 12, 



: 2 4, @2^i#^ : 25, @2£>J#^ : 30, I2^J#-^ : 3 1 , SH^J# 
n : 3 6 , I2?'J#-*t : 3 7 , E?>J#*§- : 4 0 , E^J#^ : 4 1, SB^J#"t : 4 
2, @E3Wt : 4 3, E»^f : 4 4, @2?>J#-*t : 4 5, E3Wt : 4 6, 13 
: 47, @B^J#-^ : 4 8 , @3#l#^ : 4 9 , E^J#-*t : 5 0 , E?»J# 
: 5 1 , E?>J#-*t : 5 2 , E#J#^ : 5 3 , IB^J#-^ : 5 4, SB^J#^ : 5 
5, : 5 6, E'#l## : 5 7, ga^JSf : 5 8*fc«IB^J#^ : 7 1 

T«ftS75 >RE3*Jfc£j&*fctf &ft*. 

*Wr**U^^H, E2Wt: 2 lT*£ft£75/$B3?y£;rf£#U 
^y^H, E*Wt: 7T^£ft*7$/&Em#TStf U^T^h*, E3*J 
#3: 8T?S$ft*75y»ffi^J*Wr**U^^K» IB^J#^ : 9T3l£ 



• •• • ••• ••• *••••» • 0 • • • 

• ••••• • •••• • — • * ••• ••• •• • 

• • • • • • • • • • • • • 
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» 

ft57^/KE^J£^Tf£# , J^7*3 1 K. E?Wt: 10T^n575/»' 
E*iJ£W-f&$'J^7^h\ : 1 lT*^£ft<575/$eE#J£Wf3 

#u^7>n\ E*wt : 1 2T^£n57s/iEi2^j£w-r£^u^y3 i h\ 

E?>J#^: 2 4T*^£ft37$y^I2^J£WT3tf U^7°^h\ E?J#^ : 2 

75/KE#l£Wr*#U'*7 , ^K, E#l#^: 3 1T^£*IS7^/^E?"J 
£W"f 3^U^7°^h\ E£>J#*t : 3 6T*$tl-575y®E9!l*Wr*#U 
^7'^h\ EfllOT: 3 7T*£nS7$/KE*J£^TS#U'S7 , 5 1 h\ E 
^J##: 4 0T^$n^>75y^E^J^-r^^U^7 4 ^h\-E^J#^: 4 1 
10 T^$n*75y»E?>J*^r-r*#U^7*5 L h\ E3Wt: 4 2T^tl57 
S/mE^J£WT3#U^7*5Ph\ E3WI : 4 3T?££tt*75y»E?!l£ 

* 

Wr-5#U^7°^H, E#l## : 4 4TS£ftS75yiffi^J£W-f3#U^ 
T^F, E^Jf^t: 4 5TS$n§7$y^E^J^-rs#U^7°^K, E#l 
#-5t: 4 6-e^^n^>75/i?E^J^Wr^^U^7 0 5 1 h% E?!I##: 4 7f 
15 ^Sft^S/KE^JSW-rstfU^T^K, E^iJ#^ : 4 8Tg$n§75 

• ♦ 

>*E^J*^fr*#U^7 , 9 1 h\ E?>J#^: 4 9T?*$n<5'75y»E^J*# 
TStfU^T^F, E3W§: 5 0T^^tl^75yi?E^J : £#-r^^U^7° 
?F, la^JM : 5 lT^$nS75V»E3?U*W"rS3j?U^7"5 t h\ E« 
. ^ : 5 2T^£ft37$/mE?'J£#f 6#U^7'^b\ E£>J#-5f : 5 3 Tig 
20 2ft£7$7^E^J£^T<5#U^7°5f h\ E8l#*f : 5 4^^1575/ 

mmmzmTzftv^-f^F, e?»j#-5§: 5 5T3E$n*75/KEw*wr 

3#U^7>b\ E^>J#^ : 5 6T^£n§75/^E^J£*rf£#'J^7°^ 

: 5 8T^^n^7$/^E^J^-r§^U^7°5 1 h\ E^J#^ : 7 IT 
25 ^3ft£75/&E^J£^f5#y^7 , 3 i h\ E#l#*l : 8 5T*ig£h§75 

y ^e j'j £*-f 5 # u ^ 7^ f ft 2 ©gpr8 t <$m® izmst a mti £ § * 




• • • 



m 
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■ 

■ 

10 ^JtLTtt, ±fB©75/KE5H©ffi> 

(i) BS?»J#^: 6X^^575 /iffi^*© 1~ 1 5ffi (#£U<&1~1 
OB, §&CI?Jl<ttl~5i, £I9$?£L<«, l~3fi) ©75/ft** 

■ 

« * 

(ii) B*J##: 6T^£ft&75/$$3?>Jf;:i~l 0 01® ($F*b<ttl~5 
15 01B> $e^L<ttl~5i, <KD£?i:L<«, l~3ffl) ©75 /i?^ 

ttiQLfc7$./»B#K 

» 

(iii) mnm^: 6T^$n^75/i?@B^JfCl~l 5fi (£f£b<tel~l 
0®, *6fcff*U<ttl'-5fl, <fcD£?i;t/<te, l~3i) 075;i^ 

•J¥AS*lfc75/»BaU 
20 (iv) gE3Wf : 6T^tl575 /Iffi^J*© 1 ~ 1 5<@ (^L<fll~l 
OB. 3&fc#3:b<»l~5ffl, <fcOJf*b<«, 1~3I@) ©75 7^ 

fl&©75 / greets n;t 75 /kb#k 

(v) _h|2(i)~(iv) 7 5 7 £ n5 . 

25 mthxu, w%.\z* uvmn : 20, b#i#^ : 2 3, e#i## : 2 9tfc 

itmpm^ : 3 5T«^*7$>M#J&£#*tf6ns. 



'•• • ••• ••• •••• • • •• 
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'^U^y^K; @2?iJ#-^ : 2 9T*^£n57 5/Sffl^J£WT&# U^:/^ K 
1 6 TSS tl5 7 5 y f E^IJ ^ f t S/i? 'J H ^ tf &ti5. 

$Jfe©lffl«l$?£tt 77#K>SB£(BL 7-fc3Ml/n 'J >M, W 

■ * 

;uu SBismmfi^ift, »*iseK©y >iHb> c-fos ©»& 
io (DizMfi&tf e>ns. 

^r#W{3«, (1) GPR8 (@2^iJ#^: 7 3 ; Genomics, 28#,.84-9lH, 1995 

. MMZ^T (2) .75/ MGR26 (IB^J#^ : 7 5 ; WO 02/44368-^ 

15 ©T^yKiB^J^WrsSee, (3) -?<>XTGR26 <@B3W§: 77 ; 

W0 02/44368-*! ££te@B?iJ#^ : 7 7 TS$tl§75 7 ^IB^Jt R— *> L 
<tt£KWfcR— ©75yKSeai£^T*gG«, ' (4) GPR7 : 
7 9 ; Genomics, 28#, 84-91JC> 199550 £/fete'SE3Wt : 7 9Ti$nS7 

20 (5) «>1t^GPR8 (@e^J#^ : 8 1) £fcttffi#l#-i§- : 8 lTS£ft375/ 

Mmmtm—hv<i,tmnmzm~(D75i/mmm*^-?z>m&n. (6) 

W«R7 : 8 3) SfcteSB^Wf : 8 3T^£tl37$ /Mffi^J 

i m- 1> L/ < fcrnswi;: R-07 5 y weais-sr**- &® as& 

-So 

25 : 7 3 7?St)SnS75yKE5>lt|g— t>L<ttHHWK:l^— 07 

S/KEfll&WTSgeR. @H^iJ#^: 7 6"e3Eto*tlS75/»E3?!li:ra- 
t>b<H^»WfcR— ©75-/»BB5»JSWrssaS» BB#I#-St: 7 7TSfr 
$tl^>75 /mSE^J<i:l^-t).b< «HK6<J(c|5)-075 /^E^J?rWT^Se 




• • 
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±j&mm. fofemm. m%mmm, mmmm, mmm, mmmm, 

#«, ^wmm, ^nmm, ^mmm, ^mmhLKimmmm, &tc\tz\ 
&t s &e> aslant vms, m, mo&vm m, mm, mn, mmm, * 



10 



15 



20 



25 



p> ra> jm jscD5>' #it iw, am. 



ffi]£JSL %*u *PJk #, 

ft 

tefcb<tt-€-©S#«lJia MEL, MK CTLL-2, HT-2, WEHI-3, HL-60, 

JOSK-K K562, ML-K M0LT-3, MOLT-4, MOLT-Kh CCRF-CEM, TALL-K Jurkat, 
CCRT-HSB-2, KE-37, SKW-3, HUT-78, HUT-102, H9> U937, THP-K HEL, JK-K 

i 

CMK, KO-812, MEG-01fc£) tft*nie»T*oTfeJ:<, ^SS»7?* 

» 

<te$9 0%J^±, «fcD0*b<«^j9 5X£t±©ffl|^tt*^"rS75y 
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IE?>J#^ : 8-lT^t>S*i5.7^yKE5»JtllKWK:|g-©75yfti3 i 5>J«i: 

ens. 

* 

79fc£j&*W5n*. • 

@3^|J#^ : 73, S3^iJ#^ : 75, @B?>J#-^ : 7 7, @B^J#-*t : 7 9, @3^»J 
#^:8 1 £fcteIE3Wf : 8 3 T'3l£nS7 =• /mffi^J£Sl»l$K^-©7 

syKE^j^w-rsgejttUTtt, m&fc mmm^-. 73, e#i##: 

7 5 , IB^J#^ : 7 7 , E^S^t : 79, @2^J#^t : 8 1 Ztcteffimm^ : 8 
3T^$n575/»E^Ji:^HWCE-®75ymE£J£^*U @B» 
f : 73, @e^>J#^- : 7 5 , E#l#*f : 77, K?>J#-if : 7 9 , IB?>J#-5§ : 8 



i ^fe 

IB^J#^ : 7 3 , mm$? : 7 5 , @B?»J#-^ : 7 7 . ffi^J#^ : 7 9, gB^U 

# : 8 1 *&ttE3W§- : 8 3T»£n&7$ smiM£.mm.mzM-(o 
7$;wt&\tv-a$, (0 mmm^ : 73, mmm* : 7 5, ie*wt : 7 



7 , ie?iJ#^t : 7 9 , gE^"J#-^ : 8 1 Sfc 



: 8 3tS$n§75; 
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» » 
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iB^J4>©l~i 5B ($?£L<«1~ 1 0j@, ££>k:$?i;U<tel~5ffl, 
ckD#£L<tt, l~3{i) ©7S/8fc#J££L&7$/lfcE#K (ii) SE#I# 
* : 7 3 . SB^"J#^ : 75, @B?iJ#^ : 77, E#l## : 79, I2^J#^ : 8 



1 £fc 



106, £<b>K$?£L<ftl~5|®, cfci3£?£L<te, l~3fi) ©75/ 
&ft]JQLtc7 5. /mim. (iii) @B?iJ#^ : 7 3, @S^J#^ : 7 5, @B?>J# 
^: 77, @e^J#^ : 79, @2?iJ#^ : 8 1 Sfctti25>J#^ : 8 3 TS£ft* 
75/Kffi?>Jfci~l 5ffl (£?£L<tel~l Offl, $^(:^KBl~5 
, ckD#£L<«, l~3ffl) ©75/B#i¥A£ft&7$/Rffi^ (iv) 



SB^iJ#^ : 7 3 , I5?IJ#^ : 75, E^J## : 77, SS^J#^ : 79, @S^"J# 
^: 8 1 Jfelffl^JS^ : 8 3 T'^£ft*75 /MSBW© 1 ~ 1 5{i 



. L<tei~101S, £££02;L<:ra:l-'5<!, <fcW£b<te, 1~3<@) 

©75/^^075 /irrs$£ftfc75 ;m&u (v) ±aao)~(iv)*a 

■ 

^-&t>-&fe 75/ m@e?>j& e» ft*. 

*56W0SW©*#^tbTtt, fll&fc^ IB^J#^: 7 3T3l£ft*75 

. *M6Sf, SB^iJ#^: 7 7T^£ft*75/m@g^J£-^frT*S6St, IE?>J# 
^ : 7 9Tig.£ft*75/mgB^J£^rt*Mfift, SB^"J#^ : 8 lT'^tl 
S75/^SH^J^*-rs®aK: IBTWt: 8 3Tg$tl§75 /g*E#l£ 
20 £WTS£eRfc£jWfl^5ft*. 

£J8V>*££©T#*^#^7^FT£ftfcf, tr^fcafcOT&oTW&J: 



k ffl a -r * 7 5 / * y h* *jwb 



i@r±, ck«9»^L<«i o om&L±(D7^ ymmm&ftT&^-f^vteatf 

(i) ±ta75/^E^J4 } ©l*^«2TO± (»*L/<tt, 1~1 
0®gg, $&l^t<Sti (l~5ffl) ) <Z>75/»#*tfcU (ii) 



WO 2004/041301 
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±B7^ym®&mzi %fcte2mu± (£?£L<«, i~2oigs> xotff 

$i<(ii-ioim 2t>\z&2ii,<tmm u~5«) ) <D7$swttfi 

#iDU Sfctt (iii) ±K75/»SB5>J^01*fctt'2fii^± (#£L<te> 

A 

• AfttfUtl/Tte, (a) @B?iJ#^ : 7 3 T*S£ft575 y&SB^J*, l#g 
(Met) ~12 3#@ (Phe) <D7$ SWtm&fr*>l3iZ>Mft7 5. yWtmm*>L< 

tt^©— 3 0 1#g (Asn) ~3 5 8#g (Lys) ©7Sy»^£&3 
ffl#7^yKE#lfcL<fct-€-©--8k 5'4 8SI (Tyr) ~.5 9 3#B (Arg) ' 

@ (Ala) ~8 9 5#S (He) ©7$ 7 S fc 3 SB#7 5 yiffi^Jfcb 

< «*©-aw> £>jitR£ft3 i &tz\t 2 ^±©g^75 y ■aaaifc'grtrr** 

(b) g23W§: 7 5T?&3ft<575y&E?>J*K l#i (Met) 
~8 5#S (Asp) ©75yi?M^C^5^75yifffi^J i bL<tt^©-^ 
15 *fctt2'2 2#B (Cys) ~3 2 9#@ (Ala) ©75 y$^g#>6>fc<5$#7 

«W£feT£»N*^ (75y*sg) % islets (*;^+v;i/* 

20 «*«*Jl/3K+>';PS (-CQ0H) , *;i/#+^U-h(-C00") . 75H (-C0NHJ 

L 

jfciaixr;!' (-coor) ©faft"ea&oTt><fcv>„ 

^u-CIXTMl^^RtLTd 09*fcf> *3\>k X^;K n-7nt: 

;k -i , y7°Dtf;pfct<«n-y9 1 ;^^©c 1 . 6 7;i/^*> mx\t. ->^o 

25 a-^7^;^£©C6. I2 7'J-;U*, fllfcfck ^>v;k 7x^fMi*07 

* * 



• ••• • •••• • • • •« 

• ••••• • «• • • m_ • • • •• • 

*• • * • • • mm± . • • • • • • • 

• • • • • • • mm ♦ • • • • • • • • * 

• ••• • • • • • • 
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10 -SH, 75/»> -f$^/-;i^ <>H-;U^ >T7-VJWz& a>m 

15 ^mmmznzm m. mmm. mmm m 7Mv&mw & 

<D&?tz)&tLTte. mz.& mmm mm. u>», *&&mm* 
mm) tv>m. toz^mmm wmz. mm. *wt. 7u\z*>m. 

* 

$ ^ e>^©# u Koflfas^rffifc.koTaiii'r 

25 H^llJp^TiltS C t feTf 5. mX.\Z. WO 0 1/9 84 9 

WO 0 2/44 3 6 8^«fei:K:|3*0^fc:lpi;T«jir*C 




• • • 



WO 2004/041301 
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■ 

#U7*UJU75 K«f]|& 4- (2',4 , -y^^y7x-jl/-kh'D^ 
10 7i7^-« 4- (2',4'-y^+y7x-;k-Fmoc75; 



20 



^•fSKittm dcc, n, n'-vM y^ptr;p*;p3j?s;-r5 h\ n 
ns. cnf»(a§«i:fi7t5«»w hob t , ho 

£fc«HOB tl^rMSWiHOOB t IXr^t &jfrS«e>#«7 

25 «a75yife©«ttft-t»sfJ&t©«&^ic:fflv^ns»isEtLTtt, ^'j^y 



N, N-y^^*j^7$ H, N, N-^y^l/7-fe h7$ H, N- 
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• • • 
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>&£©x-x;H§, 7-fchxMJJh 7o tf:*x K u E(D~ h U 



1 



it £?r& 5 t & < m^Rfo £n v mr z t iz j; 0 +#fcst£ £tT& 

* ' 

* 



ci-z, Br-z> 7^T>^^'>*;^-;k MJ7^ 
7j;i^=^>;PXte, mfcf. 7;wpx*^;wis x^;k 

7°nt?;k 7^;k t-7^;k ->^7D^>^;k S^o-M^k ->^o^\ 

* 

^;i/^'>*;^x;pt K^b'fb, t -7*h+y*M-;i/t K^Kfb, 

■ 

•fell WAfcf, x;wMb£fc«x-7VWb£«fc-pT#^r<5 



WO 2004/041301 




• • • 
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^o^yoy^y-jm^mmoum&tLx^mpLii, Bzi, ci 2 

-Bzl, 2--hO^>yJK Br-Z, t -7>;i/&£>^V>£n&o 
t?;3 1 v>©<$^l/-;U©&SS<hLT«> #l;ifcf, Tos, 4-*h* 
5 is- 2, 3, 6- hU^^;U^>if>X;U*-;k DNP. sOVJlttzs* 

Bum, Boc, Trt, Fmoc^'Mueitl^. 

■ 

* 

2, 4, 5-hU^007i/-JK 2, 4-yZhD7x;-;k y7/^ 
10 ^-)V7)Vn—)V. A7-hD7x;-jk HONB, N-tHD+yX^v5 
b\ N-hHD+y7^M5h\ HOBt) eh^XTWI/) fcE&mKbtl 

ttjmsoffl'&at^^fc'isRaiii^ ^-fvyDtr;wx^T5>, hux 
20 -«!fc*5-2 ot:~4 o < c©jasTff^t»n§^ Miim\z&\,*Tte, m%.\*. 

ittJ-jv^fryj i, 4-7^>>^:t-;k i, 2 -x^>>^xh-;i/ 

LTffl V^tlS 2 , 4-i?-hD7 x-;Httft7x;-^ 
25 BLSfc.fcDIifcSStL h 'J 7" b 7 7 >©<> H-MH 1 

' ;p5;p*f4±ia©i. 2-x^>^^-~;k i, 4-7^>>^:t-;i'&£ 

. ®&tET<Dm&m\z&z>M$mu9v\z, ^miti- h v <? #t> ; ex 
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© W U ^ 7°^ F £ ±f B L «k 5 fc g£&4£ t Tilt £ 



S Wft * ©SB# ^ 7^ F © 7 5 F # £ n 3 Z. t tfx* # -5 „ 



gfl#^75f F©75 FtttPHSUbT, mM©^U^7°5 1 h\ 

* 

#$8E©# U ^7°3=- h\ S^ftSfctt-t©^^^ Fti, • ^*D©^y^ F 

20 O^^StfoT. &3W£^#:©gB#^7^F£OV>Tki, 

* 

^©«'&^^»«SIS©JKBI^LTtt» «f|A»i» £TF© (a) ~ (e) \z 

(a) M. Bodanszky &£.Z$ M.A. OndettU ^7^ F • ^>-fe v7 (Peptide 
Synthesis), Interscience Publ ishers, New York (196630 



WO 2004/041301 




• • * • * 
* * 
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(b) Schroeder£cfct£Luebke, If • ^7°^ H (The Peptide), Academic Press, 



10 



20 



25 



I 1, ^>A"7»©^IV > 



New York (1965^) 

(c) M.mm^m. ^^h^cd 

(d) .&&zm'm&w* 

205, (1977^) 



4 i 

*38 91 © # U ^ H , M# * it it^r (DUtt 1 7'^ H * n - H f § D N A 

i 

15 tbTtt, HUKBLfc*^Bj©^U^7 , ^H, SW*fctt-€-©BI5^7 , 5 L H& 

fc, ^VADNA, yyADNA.^^U-, iifBt^R- ifiif&litffcCDc 
DNA, BUfELfclffljia • &fgt&$<Z)-c DNA7^f 7*7 U—> ^UDNAO^f 



7-f7*7U-fc«6ffl'r*^^^-tt, /t^f'Jt7 7-^ 7775 F, □ 



«kD total RNASfcttmRNAiiS^|SSaUfcfe©*-fflViTa^Reverse 

■ 

Transcriptase Polymerase Chain Reaction RT-PCR& £ B&lfcf 3) Jc«k 



"J K S3 - Ht5DN A t UTtt, mX\Z (a) ffi^J= 



3, 1B^J.#^ : 4, 1B^J#-^ : 1 3, @B^J#"t : 1.4, E'Slft'f : 15, 
#"§ : 16, E^'S-Jf : 1 7 , MB^J#^ : 1 8 , iE^'f : 2 6 , ffi#|#!# : 
2 7 , I2?ij#-5t : 3 2 , K?'J#^t : 3 3 , SS?iJ# : 3 8 , BB?>]# -f§ : 3 9 , 
U&mn : 5 9 , Se^J#-^ : 6 0 , E#l# : 6 1, Ifi^'f : 6 2 , 
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p 

*t : 6 3 , Se^»J#^ :' 6 4 , ffi*J#4f : 65, ffi?»J#^ : 66, SB?>J#-5§ : 6 
7, BB^JfMt : 6 8, £8I#4§- : 6 9, I2»^ : 7 0, : 7 2, ffi 

?'J#^f : 8 6 £fc«@S?iJ#^ : 8 8T^fr£ft£:&ai3^J£^;frr&DNA, 

(b) @2^J#^ : 3 , I3^J#^ : 4 , gE?>J#^ : 1 3 , @B?iJ#-S§- : 1 4 ; @B?"J# 
'5 15, m&mn : 16, K?>J#-5t : 17, @2?>J#-t : 18, S2^J#^ : 2 

6, SB^iJ#^ : 2 7, SE3Wt : 3 2, ffi*|#!§- : 3 3, SB»^ : 3 8, IB 
: 3 9, @3^JS^ : 5 9, gH^J#-^ : 60, S3J>J#*f : 6 1 , @3^iJ# 
: 6 2 , SE?iJ#-i§ : 63, SB?'J#^ : 6 4 , S2^J#^ : 6 5 , K#l#-f§- : 6 
6 , IE?U#^ : 6 7 , W&mn : 6,8 , £$l#4§- : 6 9 , IH^J#^ : 7 0, IB 
10 : 7 2 , @B?iJ#^ : 8 6 ^tz\WM^ : 8 8 T7£fc$n*ift£ffiai£ 

A, 

(c) @2?!1#^ : 5, mmm^ : 19, BB$I#4§- : 2 2, IB^J## : 2 8 

15 iB5>J#^: 3 4 - Tf«t>Sn*iaiE^S^-r-5DNA,' Sfctt 

(d) IS^J#^ : 5. ie^ij#^ : 1 9, : 22, SB»^ : 2 8 

m * 

BB#I#* : 3 4 Ti8fc>2tt&iISg2?!l<h/Vf X h U >i?x > h&*#TT?/Vf 
7 U *V XT 3 ^S@B?"J *mt% D N A 34 EX $> tl fcffaft <D © T «fc V> . 

■ 

(i) : 3, IE?iJ#-5t : 4, @B?iJf£-5f : 13, ££|#3- : 14, @3^J 

20 #t:15, @E^J#^ : 16, IS^J#^ : 17, |B^J#^ : 1 8 , gB»^ : 
2 6 , @B^J#-t : 2 7 , SB^J#^ : 3 2 , BB£|#4f : 3 3 , IB^J#^ : 3 8 , 
I2?>J#^ : 3 9, m^m^r : 5 9, iS?>J#^ : 6 0, IB?iJ#^ : 6 1, gB^J# 
*f : 6 2, @a^J#-^ : 6 3, @3^J#^ : 6 4, @3^J#-^ : 65, gS?>J#^ : 6 
6, mmmn : 6 7, E^J#^ : 6 8, IB^iJ#^ : 6 9, @B^iJ#^ : 7 0, S3 

25 mm^ : 7 2 , mmn : 8 6 £tc\$m?im^ 8 8 -emt>ztizimmm. 

(ii) iB#|#^ : 5, : 1 9, @B^iJ#^ : 2 2, B23W§ : .2 

* 

Tt/wyij^xTtsDNAtiTft -en-en (i) leawt; 
3, m&mn 4, ie?»j#^ : 1 3, @b?ij#-5§- : 1 4, ge#i#^§ : 1 5, mm 
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^: 16, W&mn : 17, IB^J#^ : 18. E#l#*t : 26, ffi^J#^ : 
2 7 , : 3 2 , IS^J#^ : 3 3 , S2^J#^ : 3 8 . : 39, 

85#l#-t : 5 9 , SH^J#^ : 6 0 , : 6 1, @B?iJ#*t : 6 2 , @B^J# 

*f : 6 3, E#J## : 6 4 , : 6 5 , @e?iJ#^§ : 6 6 , @B^J#^ : 6 



7 , : 6 8 , @B?iJ#-t : 6 9 , @B^J## : 7 0 , iS^>J#^ : 7 2 , 

*»J#S : 8 6 £fcttI2?!l#* : 8 8 T^tlS&SSB^J, (ii) IB?"J# 

^ : 5 , @2^>J#^ : 19. iB?>J#^ : 2 2 , @2?'J#^ : 2 8 £fcft@e?'J#^f : 



3 4-vmt>-znz>mmmmt®7 o%j^±, »ti<«i«i8o%^±, «to$f 

Molecular Cloning 2nd (J. Sambrook et al., Cold Spring Harbor Lab. 
Press, 1989) \Z&WL®%mfc&Zft?Tftte5Z.tiilV%2>. ffiOD^ 

/Vf 7, h U >yi>ha^#t(l, fclAfcf, ± h 'J 1 9~4 0 

mM, ^KIil5l9~2 0mMT. ^^5 0-7 0X3, $?£L< 



6 0-6 5 XKD&W&tfTo mz, j- h U ^AH^ 1 9 mMTI«*J» 6 

> 

20 5 "C t>#*U>. 

(i) IE3W§: lT^^ti-STS/iiSB^J^WTS^U^y^H^n-K 
tSDNAttXtt. ffi#l##: 3 T^fe£ft5iiSSB?'J£^f T5DN A, 

■ 

25 (ii) : 2*t?^tosn<575 yUffi^JSr^WtSsKU^^ H 

-r^DNAtLTfi, SE^JiHt: 4 T*b$ft3^XgB^J£^rt£DN Afc 

awaken, 

(iii) 7Tgfc>£ft375 /MSE^J£^rr<5^U 

KtSDNAttm g3»^ : 1 3 Tto $ ft &i£SMS?iJ £ D N 
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(iv) m&mn rs-e^nsTiyiiemfts^'j^F^^-h' 

(vi) §B?iJ#-5t: 1 OTHfe^nsj^/KK^IS^WTS^U^y^H&zi- 

* 

10 Aftif*tfflV>6n, 

(vii) B9J#9: 1 1 T^t)$ti-575 /$5gB^J£^WT53#»J^7>h ; £ri 

NA^£^^e»n, 

(viii) E#|#^: 1 2TS:b£ft57^ /&E#l£^rt3#U^:^ 

* • * 

15 -KTS'DNAtLTfeU E99S^ : 1 8 T^frSttStfU&Eai^W'f *D 

* • 

(ix) @5^iJ#^: 2 4Tto$n§75yi?iB^j^wrs^u^y9 i H^3- 

HtSDNAtLTtt, E3W§: 2 6 T?*toSn*ttlfeE?d&-&wi"*DN 

Ajftf*jffl^5n» 

20 (x) gB^>J#^ : 2 5T?^fc$nS75y»BB?iJ&'&Wr*^U^^H*3— 
Kt^DNAtLTfl E*>J##: 2 7 T^bSttSifigEEI&^rrSDN 

(xi) @e^J#-^: 3 6T?£fc>$n*7$y»E^J*^W?"S#U^:?9 : 'K&:3- 

25 Aftt^/Bwsn, 

(xii) SE?iJ#^: 3 1 -e^fc>£ft375 yKE^JS^TTStfU'*:/^ H&n 

— HTSDNAtLTli, 3 3T?ifc$tl§i|WJ^tt4D 

NA&£d*JBV>Sft, 

(xiii) @S^iJ#^: 3 6T^fc>£n£7$/iffi^J£^W^&#U^:/^b*£ri 
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(xiv) S22Wf : 3 7T*to$tlS75y»E?U*-&Wr*#U^^H*3 
-HtSDNAilTtt, @B^J#^: 3 9T^b£ft5:&g@B?>J£^rf 5D 

5 NAftif^ffl^^n, 

(xv) @E?"J#^: 4 0T^t>^n^75/^lS^J^Wr^^U^7>H^3- 

♦ 

(xvi) SB^iJ#^ :'4 l , «t>*n*7S>'KBya*'^*t'*#U^5 L H*3 
10 --HfSDNAtbTIt BE2Wt: 5 9T^fc$n*&*SB?>J£^rrSD 

(xvii) @E3Wf : 4 2 T^fc>£n<£>7S- /miB^^rr&tf'J 1*??- F£n 

* 

NA&wi^n, 

15 (xviii) E?>J#-S§: 4 37?^t>$n^75 /BfflE#l££W"r5#U K& 

♦ 

DNA^MV^n, 

(xix) E?>J#^: 4 4T^fc>£ft£75/$E^J£^T5tf U^y^K£ri 
-KtSDNAtbm E3Wt: 6 2 T^bSnsStSE^JS^rf 5D 

20 NA^OTl^n, 

■ 

(xx) BB^JW: 4 5T^t>$h?)75/^Se^J^Wr§#U^7^H ; ^n- 
HtSDNAtUTtt, E3WI: 6 3T^t)$tl§^E^J^WrSDN 

■ 

•A*t**sfflV5&n> 

(xxi) IB?iJ#-5§: 4 6T?StoStl575 ySffiJUStf t5#"J^^ . 

25 -Kt5DNAtl/m E3*J##: 6 4T^t>$ns^*E^j^wr^D 

NA&MU6n, . 

(xxii) E?'J#^f: 4 TT^teSttSTS/KK^J&^W^tfU^^Ffcn 

-HtSDNAtUm E^J#-t: 6 5T^b£ft3i&^E?>J£^rf 3D 
NA^Wi^^ 
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(xxiii) WM&n : 4 8T^fc>£n37S /i?K^J£^W-f K£ 
n-H-T^DNA<i:bT«, @H3Wt : 2 6 X^^n^mMWM^mt^ 

(xxiv) @S^iJ#-^: 4 9TSfr£ft&7^/Mg2?'J£^WT3#U^:/^K£ri 

5 - FT3DNA<!:bTte> mmm^ : 3 aTgbsns^sse^^rf 3D 

■ 

(xxv) @B^iJ#-% : 5 0 X^t> £ tl£ 7 5 / &@E?'J ^^WT 3 ^ U ^ ^ H £ 3 
-KTSDNAtbTte, m^m^'i 3TSfc>£tt£j&SiB^£^tT3DN 

A^if^^f>n; 

■ 

10 (xxvi) @2^'J#^ : 5 l-e^fc>$n-g)75y^gH^J^WT'5#U^y^F^3 

(xxvii) @B^iJ#^: 5 2Tgfc>£ft37$ /IflE^J&^t-r&^'J^;/^- F£ 
n-HI-^DNAiLT^ 1B^J#-^: 6 6 Tte^ms&ggB^J^rrS 

15 DNA^t^ffl^f,n, 

(xxviii) @H^J##: 5 3 T^;b£tl<57$ /®?IB#J£"E^rT3^'J K£ 
3-F1-£DNA£LTte, i^J#^ : 6 7 T^^n^^SSB^J^Wr-g) 
DNA&^fflV^n, 

(xxix) g3^>J#^: 5 4T^fr£ft375 /^E^J£^WT3^ U F£u 
20 -WDNAtLTH IB^J#^ : 6 8 Tm>£ft&i£*@B^J£^rr<5D 

NA&£^7B^e>ft, 

(xxx) @B?>J#^§: 5 5TSt>$n375 7^E^J^Wr3^U^7 ,, 5 1 H^3 
- HT3DNA«htT«, iE^JW : 6 9 TSfr^nSi&age^-^rtSD 
NAft^ffl^n, 

25 (xxxi) m&m^r: 2 1 *mb$ft£75 /m@B?'J£"^rr-5tf U K£3 

i 

n Ate atm^ zn. 

(xxxii) IB3W§: 5 6TSfc>£nS7$7M@Bm^rr3^>J ^r/^ K£ 
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30 



(xxxiii) K#l#lt : 5 7 TSfc>£ft<I>7S /BfeBB^JS^t*** U K£ 



5 (xxxiv) @3?<J#-*t : 5 8 T^b£n& 75V ^K^J£^i~3^U^ 

(xxxv) IB^"J#^: 7 lT^b^tlST^yM^J&^T-S^U^y^H^n 
-HtSDNAiltfl, SB^J#^: 7 2 T^to^nMXIB^J^WTSD 



(xxxvi) E#i#^: 8 5TSt>^nS75 yM^J^WTS^U^^H* 

@2^J#^ : 8 6 ^«fc$natfQiE?!l 

DNAfeMt^tlS. 
*HBJ0S^Srn-KT^DNAi:LT«, 0i|;Lfcl (1) 6B3Wt : 7 



ttSWTSSej|*n-H-r*DNA, (2) IB^Wt : 7 6T«$tl-5^S 

E*is^rr*DNA, sfctti^js^ : 7 eTafcsnsttSEai^vr* 

hU>v ? x>h^#TTArf> r U^X"r^Sg2^J^WL, E3Wt: 7 



&3-Ht5DNA, (3) 1B^J#^: 7 8 TS^nS^SSB^J^WTSD 



NA, £fc«E3Wf :' 7 8TSfc>£n&:&gIE?iJ<i:A'fX MJ>>>x>h& 
A, (4) @23Wt: 8 OT^$nS^SE^^WfSDNA> SfcttEM 



sst^ewK:i^K©«tt*wr*sfiH*zi-K-rsDNA, (5) s?y# 



WO 2004/041301 




• • • 



• 



• • • • • 
• • • 



• • • 
• • • 
■ • • 



PCT/JP2003/014102 



• • • 
• • • 



31 



* nz&mmpi <t/w x h u > vx > h fc&#T"e a< ^ u x-r sig 

H©£H4£W-f3S6Jt£:3-FT£DNA. (6) : 8 4T^£ft 

5 3&g@E?>J£^rt5DNA, ^fc«SB^"J#^ : 8 4T»to^n^^*S2^Ji 
/Vf X h U >yi> h&3MTFTVW 7*U ^-f Xt" 5k£E#l*WU E*J* 



10 



3- 3D N Afc £ T&nfcffaft© t> ©T <kK 
E#l#^ : 7 4, E*J#*§- : 76. E^J#^ : 7 8 £fc«@E?<J#^ : 8 0 T 
:t)Sn*iiSSB^Ji:/WX h U >>>x> hfc&ttTTA^U^-fX-e^* 
DNAtLTIl #JA«> 4n^n@B^"J#^ : 7 4, E?!|#*t : 7 6, @2?iJ# 
# : 7 8 SfctegB^Jfl^ : 8 0 l:^t)^n^^MWM tm 7 0 %RJb, 

« 



£U m& * -5 $£e$i ^ wr & d n a & Etum ns . 

■ • 

-<:/U^'fXT#3DNA<hbTte> flAfcf, E#l#*f : 8 2 TSfc>£ft3:& 

20 : 8 4T?*b£tt$ifigEai£A-f X h U >i?z>h^MT"?A 

Sm^t9 2%&±, ft£L<te®9 5%&±, «fcD8Ff:l/<tt*&9 8%RJt 

■ 

25. Molecular Cloning 2nd (J. Sambrook et al., Cold Spring Harbor Lab. 

• Press, 1989) fciB«©;6}£&£te:t<£oTfr&5 E M©? 
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A^xHj>vx>h&^#£te, mz.it. ± b v v &mm&m 1 9~4o 

■ 

6 0-6 5 W&ft&Tjkto mz. -y V U ^11^ 1 9 mMTi£g^ 6 

5t:©i§-&;^t>#£b^ 0 
5 j;o^#:Wfctt, m&mn-. 7 3TS:b$ft375/iffi?ij£^rf£^a 

S?£a-F-t3DNA<i:LT&> E^J#-^ : 7 4T?^fc>£ft3^S@E?»J£^f 
T&DNA, : 7 5 TS:b£ft£75 7 ^SB?!i£^rr3H6Sf £n 

■ 

na, @2#i#^: 7 7Tgt>$n^75y^E^j^wr-s>seK : &n-H-r 

10 SDNAilTS, @B^>J#^: 7 8 T^b$*l5&SIB?iJ£^irf SDN A, 

■ 

A<hLTte\ : 8 0 T^fc>£n5t£S@e?iJ£^rtSDN A v @3^iJ# 

^: 8 lTto$n^75y^@B^J^#-r^SeK^n-H-r^DNAib 

* 

* 

&5fc©T'&oTt>=t;V\> ^7ADNA, ^VADNA7^ 

20 BUfBl,fc« • fiiiiCcDNA, HUf3Lfe«-«fi5l5©cDNA7-r 

(1) ffi^J#-^: 7 4Tto£ftsmXK^J£WT3DNA©m!£SgS?iJ£ 
ttSDNA, £fcteiB?>J#-*f : 7 4t?St)$tl^X@S^Jt;WX h U >>> 



ft£75/ 



T*DNA©«#:»a6B3#l£#'t*DNA, (2) E#|## : 7 6Tgfr£n 
^^S@B^J^-r-5DNA©^^a@e^J$r#T^DNA, £ te@B?iJ#-Jf : 
7 6Tf^to*nsifiSIBJ>lt/W^ h U >-/i>h»Tl?/W^'J^X 
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1"^SS3^J^b, K^J#^§: 7 5 T^£n375/^£^f refill £ 

^TOKil^Sf ©fg&£W-f Sg6K£ri- h'T^DN A<DWrf&MMm*^-$ 

* 

-5DNA, (3) mpm^: 7 8Tgb£ft£:&X@e^J£^T3DNA<Dg&# 

K£3-K-f £DNA©&#l|^SB?J&^rr£DNA» (4) @B?'J#-5§ : 8 0 
TSt)$n^*@B^JSr^-r-5DNA©^^SiH^J^T§DNA, 

SMe®t^SWt|SIM(D^tt?rW-r^SeK^3-F-r^DNA(DgI5^« 
gB^JSMTf £DNA, (5) @B?>J#^: 8 2T^t»$n-5^SIB^J^Wr§D 
NAM^mXSH^J^W-rSDNA, i;fcte@33Wf : 8 2T^fc>£*lSiIS 

» » 

*-r^^eK^3-F-r^DNA0BP^m*@H^J^^rT-SDNA, (6) IB^iJ 
: 8 4T^t)$tl§«SB^J&WT?)DNA©gB^S@B^J^W1-§DN 

i 

■ A- £fcte@2?ij#-*t : 8 4T*tt)$n§IWJt;W7 h U >yi>Ffj;| 

(D^mmm z *t s d n a& ^ e» n§. 

SB«-t : 74, E^iJ#^ :7 6, @3?>J#-5f : 7 8, IE?>J#^§ : 8 0 , WM 
: 8 2 £fcte@B?iJfl^t : 8 4"«fc>£tlSi£S@3?iJ<i:/vr ^XTf 

fCtt, @3^<J#^: 7 3T^n§7$y»J^, 1#S (Met) ~43#g 
(Phe) , 1 0 1#1 (Asn) -11 8#@ (Lys) > 1 8 8#@ (Tyr) ~2 1 
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3#B (Arg) &cfctf2 8 3#g (Ala) -2 9 5#I (He) T?*Sft«»#7 

^^H*3-K-r*iiaiE?uwr*DNA*^wr*DNA, allien 

5 NA£^W1-3DNA&£*>t&tfe>n§. 

* ft 

15 H©SK^ifiSffi3»J*WT*^DNA^5-f *7-Sfl|^T^ftI©PCRi*fcJ: 

^KO-»**Vitt^<fi«&3--H-r*DNA»fM-feb<tt'&l«DNA*ffl 

©/ W 7 U ^ a > t J; o Tmffl? 5 £ t # § . 
/\^y ] jy^^£—^3><D^mt, WAtf, Molecular Cloning 2nd (J. 
20 Sambrook ei al., Cold Spring Harbor Lab. Press, 1989) izvdfiuojsfefcg 

an™-super Express 

Km (USB ) , Mutan™-K (Sfijfi («c) ) ^£fflV>T> ODA-LA PCR&, 
25 Gapped duplex}*, Kmkemm<D4kto<D%fe&&Wttn$\zmVttmz'&-o 

^P-Xk^nfc^U^y^H^n-H-r^DNA^gWfCctD^-©^^, 

^DNAi^®5' 5^flBfc»KW*&:3K>£LT0ATG£- 
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■ 

G^WLTViTfeckVio dtte> (Afflux &n H>^>»R||jhD K>tt, jf^ft 
5 ^HSn-HTSDNA^SaWt-fSDNAftrM-^Oaib, (P) KDN 

A»ffr*aa*f8^^^-+©^Dt-^-©T*csisi-*^tfc«ko» 

» 

^^-tLXH «ft*©y7X5 H (#1, pBR3 2 2, pBR3 
2 5, pUCl 2, pUC 1 3 ) , ttf 1^*0/7^5 H (0!U pUBll 
10 0, pTP5,'pCl 94) , aw**^7^$h* («, pSHl 9, pSH 
15) , A7r-yfttWf l Jt77-^ l/ho^JK «7^'>-T 

A+aD^^MftflDttft^^ftfOi, pAl-'ll, p 
XT1, pRc/CMV, pRc/RSV, pcDNAI/Neo&f^ 

&&£tVTmKZm&& SRa^D^-, SV.4 0 7°nt-^- H 
I V • LTR^Dt-^-, CMV^nt-^-, HSV-TKyD^E-^-ft 

20 Z.n*><D5%. CMV (1M Y*tiuV()VX) r/D*-^-, SRa^D 

trp7Dt-^- lac^Dt-^-, recA/D^- A P.L:/D 

ItfeSl^H SPOl/Dt^- SP0 2 7°Dt^- 1 penPy 
25 nt-^-ftt*, PH0 5 7 , D^- P GK\7° 
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SV40or I tWfc? fc£$:^m{sT^Z>h<D%m*%Z.'£ 



h f r m&r? WVM/*t-h (MTX).»ffi , 

7>tf->'J>IH£jI£^ Amp r £»&ft?-*»&3&t&<&) , 

S^BH&te^ («T, Neo r tUftf G4 1 8»tt) W 



dh f rSfc^£^^-#-<tLT&ffl1-£i<§-&, .lWitfc : P£«^>£ 

* • «' 



ONSB*fl|fc#jD-r*. 6±*Jl'>iU t7JRMre»**'&tt, PhoA • 
;Wffi?J, OmpA -s#1-)Vmmfc£ifi* &3it>W)V7>mWT!&Z&&tti* a- 

■ 4 

MF a • v^^SB^J, SUC 2 • v^JUSE^Jfc^ 



* 

H © «k 5 K: L T*»S tlfc*58 IB © # U ^ ^ H * 3 — H T * D N A W. 

- 

20 MA, IWtei'^ffll^n^. • 

(Escherichia col i) K12-DH1 C7°P^>-v>^X • 3* 7 • if • ^->a 



• +K x>WX • • If • (Proc. 



Natl. Acad. Sci. USA) , 60#, 160(1968)3 , J M 1 0 3 C^-Tl/y^-T 

4 

25 UU"— (Nucleic Acids Research) , 9#, 309(1981)] , JA2 2 

1 i-JV - • ^El/^a.7- • /HtDy- (Journal of Molecular 

Biology) ) , 120#, 517(1978)) , HB 1 0 1 &*—j-)V • • 1 1/^^. 

■ 

7--A'-ftny-, 41#, 459(1969)) , C6 0 0 (>?x*7V y £7. 
(Genetics) , zm, 440(1954)) &£#fflV>S*lS D 




• • • 
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/^AxmmtLXit, nj-^Ts-^J-^T, <Bacil lus 

• ■ 

subtilis) M I 1 1 4 [>>->, 2 4#, 255(198 3)) , 207-21 
ii/^—j-Jl • - AV^-^rST. hU- (Journal of Biochemistry) , 9 5 
8.7 (1 9 8 4)] fc£jWBV>6*l'5. 

mtLTit. Wz-tii. -yryXn T-f-fe^, tUH->I (Saccharomyces 
cerevisiae) AH2 2, AH 2 2 R~, NA8 7-11A, DKD-5D, 2 
OB-12, ^/ty^DT'ftX (Schizosaccharomyces pombe) N 

CYC 19 13, NCYC2 0 3 6, fcf*7 AXhUT. (Pichia "pastor is) 
KM 7 l&&W8H&n*. 

S*£Mtlfflfl& (Spodoptera frugiperda cell ; S f^lJJg) , Trichoplusia ni© 
W^CMG 18BR Trichoplusia ni©#p&*£>High Five™«, 
Mamestra brass icaeft*©«Sfe«Estigmena acrea*3fe©ifflJI&&.£j&*ffltr*e> 

* 

# 

tl*. WM^BmNPV©«^tt, M^MWitmm (Bombyx mori N iBffl 
15 US; BmNW &2jW§V*S*i*. KS f«<hbT«, 0j|*.fc£, S f 9SH 
m (ATCC CRL1711) , Sf21* (&±, Vaughn, J.L. 5, > • Vjtf 
(In Vivo) ,13, 213-217, 0977)) ft^j&tfflVifetl*. 

- (Nature) , 31 5#, 592(1985)) . 

20 WltommtLTtis mXif, lWfflfl&COS-7, Vero, ^ff--XAA 

r 

X^-MCHO (OTv CHOtttiSiB) , d h f r J&£rP&»7> -< - 
-XAAX^-MCHO (OT, CHO (dhf r") ffiUfe £MHE) , 
XLffl, 7")XAtT-2 0, ^»>X$XD-T«, hGH 3, bh 

f l £jwb n e> ns. 

- (Proc. Natl. Acad. Sci. USA) , 69#, 2110(1972) J ^-> (Gene) , 17 

■■, 1 07 (i 982) u E\znm.(D^mz^ xfrfc sztwugZo 




WO 2004/041301 



• • • 



• • • • • < 



• 

• • • 

• • 



PCT/JP2003/014102 



38 



10 



25 



7)1- V x^x 4 v 9 7s (Molecular & General Genetics) , 168#, . 

Hid 979) fc e \zmm<D^mz^ tntz ? z. tw-vg % „ 

(Methods in Enzymology) , 194#, 182-187(1991), ^nj/- VyVX-Or 
±l/Bir)V • 7#-rS- • • t-fi>HX • Hr^ • if • n.-x 
XX- (Proc. Natl. Acad. Sci. USA) , 75#, 1929(1 978) &£t;if3fcG!)?ji£ 

(Bio/Technology, 6, 47-55(1988)) &<H£iBtt©#j££feTfT&5 £ 

Dhn-;k 263-267(1995) (3f$*tfifir) , ^DDy- (Virology) , 52: 
456 (1973) \ZBm<Dj5mzft?T?rti:DZ.ttf-i?ZZ> 0 . 



15 . T^Mfe^^tl^M^#^#-5ili^^^ 0 



(D^lz^^ 



^^h>, *if-TX I^IX^X, AWi>3&M&£©«££te 



5y*^^trM9^ (Miller) , v^-^P • ^ • X^X^U ^ 

>S> • -Y> • ^U^raLy— • i^i^f^ (Journal of Experiments in 



)lecular Genetics) , 431-433, Cold Spring Harbor Laboratory, New York 

1972) J)W£L\,\ z\z\\z&^z£r)yn^-?-&®m£<mfri*6rc®\i 
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• » - • • 



• • • 
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• • • 

• • • 
» • • •• • • 



f§±#X->x U k 7JRB©»£. 15-43 3 - 2 4 B# 

1&£#/WI*KH©*£, fctlteSfirjQ 3 0-4 0^X^6-2 4^P^fr 

(Burkholder) ft/Mgift (Bostian, K. L. 7°D->- z?>#X - 
*7\- If • ±^b^)V • 7*t5- • • ^X>v-fX • *7* • If • x- 
X7nX— (Proc. Natl. Acad. Sci. USA) , 7 7#, 4 5 0 5(1 9 8 0)3 -f» 
10 0. 5%%*?S.ym*^?Z>SDmM [Bitter, G. A. 7"n$/-3>>V. 
X • ^7* • if • tvat^ • 7#x$- • ^"7* • +M-X> WX • ^"7* • If • 
■X X7X— (Proc. Natl. Acad. Sci. USA) , 8 li, 5 3 3 0 (1 9 8 

M%%) 2 0^-35 TCT?tt 2 4-7 2 BSIWfrfcK &S^CJfc£TiI&"*»»#£ 

i 

is in^s. 

Grace's Insect Medium (Grace, T. C.C. , 3^ — 

■ 

(Nature) ,195,788(1962)) f£#IMbLfc 1 0 %K?5'foM&0mfyto&m&m 

SAD**. 

1 

5-2 0%©M4^M^tfMEMig«j dMx>7 (Science) , 122#, 
501 (1952)) , DMEMigi CtVdDv- (Virology) , 8#, 396(1959)] , 
25 RPMI 1 6401gi (^t-t;i-^'+f'7^'J*>^T^>'7 
y^X— v^3> (The Journal of the American Medical Association) 199: 
' 519 0967)] , 19 9^ (7°Dv— 7">7* • • tf • V+KXTm • 7* 
— • If • /HtDyM • ^t^7s> (Proceeding of the Society for the 
Biological Medicine) , 73#, 1 (1950)] fc£j&t/BV>6ft<&. pHte&)6~8 
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15 



&±<D£o\ZLT, 



2 



• 

10 WLfc©^, M^gl^^iitckD^U^^HoaJfttH^^f-S^^^ 



hU h>X- 1 0 O^^^^ffi^M^StlT^TfeckVi,, 

1 



20 Th^^7^-^(»:<D?^€©ll&fiJffl-r^^}*> 77^zf^-^n-?h^7 

m&izte&®<Dxm&zw$^n\zmc2>ijmz£ <o . mmfcztcimomz 




• • • 

9 m • 
m 



< 



• • r 

* m . 

w " • • * « • • 
» • • •••• 
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+ : Ehuy->>> 7;i/^-;px>K^y^^-if. yn^-i >*±~ t?/^'J 

io i^y^u-^-jv^o^m) 

-Y*, my h, 5yK ky>>, -7 HJ#&tf ^n-g>^ 

■ 

*r—7—t^)V7^5"(><D-%fe MW^V— (Nature), 256, 495 (1975)] lc 

(peg) ^1r>^^;p;*fc£)&«&tf£n*j&s» fftKttPEG 
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20 



25 



mmtLTte. NS-l, P3Ui; SP2/0, AP-1 

tt^oiajiiiaft0#fuuwia*«*wr6ti*3fi*, p 3u i#W£ixfflue>*i3 



1:1-20: lggn?&tK PEG L < teP E G 1 0 00-PEG6 

0 0 0) ifil 0~8 0%iI©ig|Ttt$tl, 2 0-4 Ot:, #£Ktt3 
0-3 7t:Tl~l 0^F B H>+i^-hT-5il<h{Ci:iQ» c k<|fflM^^ 

■ • 

* 

£ iaft-g ^ P 7 U yWS- £ fc «y P 5r-f > A £ ft * $ fflffi Vf ^ 

* ■ 

Tit, H~T*J^W-c#*t>©^6tf£©j:5^jjjj^ViT'bAVi. 
08*. f£, 1-2 0%, $f£L<Hl 0-2 OXO^f&JBM&^bRPMI 1 

6 4 om i~io %©«iMt&^-tJG i Tm® mytmmx] 

(W ) *§^tt/WyiJ K-7«tffltt«««i (SFM-101, 07K! 
«*) ) fc^Jfl^anta*"?**. *Htfi&tt> iI3?2 0~4 0 < C, 

u < \m 3 7x:t>$>2>. mmmmt. mmt 5 0 - 3 jink m s u < » 1 m- 



.(b) t/^P-tMM 




• • • 

♦ ♦ • . 



• •••• • * 

• • • • • • 

• • • » • • 



• • • 
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« 

*>?mw Ws deae) iict^iwm mm^m. f^zmk, mm^ 

* 

25 ^7D^ >h7^zLA>h^^7D-r>h7v f rtA>h^lg#UTt)«l; 




• • • 
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10 



15 



20 



25 



(£AT, £*lS©DNA£:fcfg|B©DNA£lfciBT*:®£;0**<5) fcffifcil$&, 
JKSDNA) (^T> 7>3^>XDNA<hHBaTM£-/^&&) tVX 

£*B*s#j&i&xgB?!i er&t>-&, *^Bj©DNA©=faii^) <D£8L&mm&*. 



®9 o%si±, mhB^L<itm9 5%u±<Dftm&&$sir2>mMmmi3i£ifi 

■ 

^ H © N £ 3 - F T * Sua- ©it*Sa?'J fc£, n H >tfifi 

£L<tm9 0%U±, mhtff£.L<\t®9 5%^±©ffip]tt£Wr^7>5 1 
■k>XDNAj)Wm-V$>Z>o £tl£©7>3 1 -fe>XDNAte, »DNA^ 

i 

*^BJ©7>5 1 -fe:>7 > DNAa, 3e^5-&l/»&nfct), «£tl£ 

©m^£4 I fP-r^J;5{c»<^UU> f >©ci:^?5:^U^5 1 ^>#, IMi© 
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5 * m\z!$mmzmwtEnfc*v v ://b©st\ x*y 7 ^ i/7~tz\ 



v u n £ © ^* >j □ - £ d tt t h tc m mftmrfti £ nfc* 



©#i 



£#tf1-©ii£Tfggl^ SS^tttRWO^ K£fcte§M:<E>£#:|*l4>£ 
10 #^©«IR»*ffllriTfll^*2:t*«*r#S. 



KTfc. (a) #?gBjJ©tfU^7:Pb\ (b) *fggB©S*# (£iT> ^©35 
S^T^K&^tf) . (c) *^BJ®DNA, (d) *fZWO$m&&XS (e) * 

15 ( i > *mw<D# u h nfiw4ir %>mm.o^ m • femm 

U Htt>\#3g§IJ©3&# (#J> GPR8> GPR7, y y hTGR26v 

•?77.TGR26, ^1t^GPR8, 9+T*GPR7&£) J5:<H©^S«©«M^tt^ 
#589i©g&#©ftHttU#>FT*5. 

20 Z>m&, *fcJ4*5SW©SW*fcttKSW*n-K-r*pNAfcS»d«* 

25 



WO 2004/041301 




• • • 
• • • 
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Hfcfc«koT\ (o) «IJ&K:#fg9!©DNA£JfAU ■*58W©#U / <^H 

*5PJ<DDNA£±fBtf>^|£ • i: bTftffl-T «DNA*» 

X 7 V ->x~r y > 0 -i )V7> ^ * -fc E<D M% 1*1 2 $ - \Z jf A V td&, % 
15 S¥gli^oT, kh*fc»4»jliiii*K:«#T*ci35«T?**..*5898©DN 

■ 

* 

» 

* 

♦ 




• • • • 
• • • • 



• • • 
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■ 

So 

» ■ 

15 X9s-)\,i3:£) , tfU7;m-;u (0j*Kf % :/pfcri/X7Un-;k #ux 

0™, HCO-5 0^a ftfiffffilTfeiK MiLTlt «Atf, 

20 H®^Mj£A»«*fc£) > mmim mt^y^hn-v^ m. 
mm±muatm^Lx%^\ mmnrc&Mmt, sis, m^7>y 

fc&2Si&Ll!j!$i (#J;U£, vr>X> t^ty h, MJ; fc^X 

7**, £X ^7-7, ^3, -f^ +T;k IzMVxn^-t^^t^T^^o 




WO 2004/041301 



• • • 

• • • 
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■ 



^ —f&miZJ&A (60kg£LT) IZ&^Tte, -BK^M^U 



• ^7^K£;&0. l~100oig. ^*b<TOl.O~50nig, <fcD#?i;U< «!U1.0~ 



(2) fiM*fc«miMM^Wr'5IS^1tib'&#J(D7 > ^U-^>^ 



15 



20 



* 



E) , it^hU^AjfeaL Mtt7Ma-yX, tefcU^AjfiUfc, Cashing^ 

» (SIADH) , KjfilJE&£©«-& 



•7£jMe> K#JR#;i^>#8R36£- 



25 sswotfu^^Ko&s^fc&u m%m%k&m^tcu±7? 



£7y 



^^m^^ct\z^x. *%m<Dtfvu : ?\*t j t<Dg®ft tomtit 



WO 2004/041301 
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10 



2 + 



C a 

•j >wtm&* mmmm&%W). mmnmnno u >iMt. c-fos ofsmt, 

♦ » 

pH©&T, GTPr S8£«ttfc£*ffii!-r*i£tt&£) &&-?Z>4k&M 

^WC^U^^K&SStt^-frfc^t (ii) ±f2Ufc#S&BJ© 
15 *^BJ©^U^^5 1 h:*5J:^M^b^%^g®l$-ti:fcJ®'&i:©Jtl!e 

±fBX^U-->^fe{^ViTtt, (i) ±ELfc#S&E©§sg#fc» * 
20 WOtfV^^FZ&mZ^tcm&t (ii) ±IBUfc*58Hi©S*flclc> * 



•JttJrTS. 

25 (a) ra$nfe*^BJ©#U^7°^H^, ±Bbfc*jfB58©S*#fc»tt$-fr 

«^nrc*^Bj0^u^7°^H^j;?>m^^^*^Bj©^ 
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♦ 

tttttn m<o mm \z m& $ m& t . mm z ntz*% m <z># u ^ k £ «t 
5 ttm&iz&vtz, mmznttmBmtfv^^Fommm&tcimmmft 



♦ 

*mM(D%®fcz^? zmmz&mz sterns t. *^w<D%&w*mmt 



6 



©U >$Kb, c - f o s ©iSttfc. pH©fgT, GTP r s^^tt^^^is 

(e) *^Bj©g^$:fi§ft^-r^^ti (#J;U£> #fgBJ©#y^:^F& 
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20 



25 



mxUs 7z>*Y>mmm. j-t^m^ymm, mm^ca 2+ mm. mm 

JH*&», MftMe«©y >®Kb, c - f o s ©fgttft;, pH©iT, G 



■ 



15 ^ : 9 , : 10, SS^J#^ : 1 1 , SH^J#^ : 12, IE?iJ## : 2 1 

@B?iJ#-5t :24, @B^J#^ : 2 5 , E#l#*| : 30, SB?>J#^ : 31, E^"J# 



: 36, ffi*ij## : 3 7 , : 4 0 , @E^J#^ : 4 1 , @B^"J#^ : 4 



2 , IB^J#^ : 4 3, iB?'J#-5§ : 4 4, @2?iJ#^f : 4 5, SH^JS^ : 4 6 , 
: 4 7 , gB»^t :• 4 8 , IB^J#^ : 4 9 , @H^J#^ : 5 0 , S3^J# 
: 5 1 , mmm^ : 5 2 , gB^J#^ :53, 8B#!#*I : 5 4 , SBZWt-: 5 

» 

5 , @3^iJ#^ : 5 6 , IE?iJ#-^ : 5 7 , fi^JSf : 5 8 , gE*iJ#^f : 7 1 £fc 



©turn, iatft^#*fflV5T^s^s$-&fe*5SW©s§#&£*<jai/T^» 



WO 2004/041301 
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• mm •••• • ■♦ # •• •• 

• ■» * • *• • •• • •• 
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&tlZ>mft<OZ.t&^0 0 M$£<Dm$J>mtLT\t. Potter-ElvehjemM*^ 

(KinematicaM) fc±*a[», jSW&fCfc^^, 7 l/>5 i yp7.^£TiP 
JBE b & ** £> gH£ £ijffl W X) 5 * W $ ■& § £ £ \Z J; § $ 5fc& E ifl $> Vf h ft £ . 

«^±ilTffll/^tl5. m%.\£* IMM^II (500~3000rpm) T 

20 mmm gist, $ji~io#) gi&u ±m*-zt>\zmm (i5ooo~3oooorpm) x- 
a« 3 o 2 «nwa<> u #&ft*ttjR&«tH^tr*. 

* 

t 

■ 



WO 2004/041301 
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10 zfc&wxDx? *)-->if%fto\ztt, ^•f^mm<D^:^^m'r^mm^ 
tc \zmi&<Dmm # * , * ^ >j - - > ? ^ jg t fc/x y ? y - {3 mw$ s ^ <t £ £ 

Dl/ir7^-^p a D £MT3„ Ay:7 7-lc:&> pH4~10 (M£L<tep 

H6~8) OU>i?A^y77-/h'JX-^A^77-^a:<D'J^>Htl/ 
15 &gl$^££«£i*31l$T% CHAPS, Tween-8 0™ (^1-7 

^'J^KO^i^lWtPMSF, D-f^T^X E-6 4 (^7 
20 £3o 0.01~10mlOKl/-try^-Mt, -5tS (5OO0~5OOOO0cpm) £>tliB£ 

^•r^^K^^^©^^>h(B 0 ) (nsb) $?ivi 

fc#«7>h (B 0 -NSB) £lOO%£LfcR^ (B-NSB) ifl 
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5891©$ U ^7?- H©Stt&ffiJi*fcttE#T4ft'&4&) 

£tffR© (d) ~ (e) ©3&fc£&fifi"rs&»fcfck *»IB©S$#*^"r*iHB 

ittlll&Bttt&$KK »^SK©U>M, c-f osOfittft, pH 

£ ^ $ 34 m to -% v 7 7 - b , &mc&ttotz a ^miuvx-Mm 
its®, mm^mm. mmmm. mmrnmm* mmmmmmfcZifi&vfb 

25 • tl^ 0 

^^HSfcfi^-©^ #§§0J©§^#£^WT&;M> **v^tt*56W©S 



WO 2004/041301 
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25 



i. 7,0 mum 

Hanks' Balanced Salt Solution (^^nthS) \Z, 0 . 0 5 %(D*7isihfg7 



10 (b) *%W<b%Mfcm& 

■*58W©S$flc*5S5!S-&fcCHO|ima*, 1 2 7t:7V- Me 5 x l 0 5 {i 
/ftTfUtftU 3 7T3, 5%CO z , 9 5 % a i r T2 BRMS&Lfcfc©. 



(c) 



(d) y#>K«P« 



20 . 2. 

(a) 1 2fmn%mm7v-v\zT%mhtc*mm^w*m%i£ttnm. 

£> $!l£ffl£I«& 1 m 1 T2 mmfr\std&. 4 9 0jxl ©»/BM»££ft 

\zMXZ>, 

(b) 10- 3 ~10- 10 M©^^b-&W^^5 u ««Stlfc*569!©^ 

(c) Pistes lm i <D$c&mmmm.T*3\Bifc&-rz>o mm\zm^Ltc 

$nfc*^©#U^^H*0. 2N NaOH- 1 XSDST?»#U 



• • * •*•• • • • • 

• ••••• • •••• • • • »• • • • 

• • • • * • • • • M m, • • • • • • 

• <^^m • •••• 
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56 

Wj£U Percent Maximum Binding (PMB) £#©3; [gel] Tj£#>S. 

5 PMB= [ (B-NSB) / (B.-NSB) ] X10 0 
PMB .'Percent Maximum Binding 

■ NS B : Non-specific Binding (*4#SWfe-&S) 

15 h) , feS^ittlR5|aj»«tt*Wb^:Wfc^«i a>;fo«>S#5S9§©£&#7>* 
• rf-xh) T&S. Rft:^i»il/Ttt> gas, ^yfHttlh^ 

20 M#&«£*T© (ii) fctJ!>ttf«kV>. 

(i) MfB (a) ~ (c) 0X2 V-->?fitikT°7ip;Znz>;U >ff • 7y 
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tVT&m?zz.tifi'v$z, &£L<\t, m&m m. wM&m*m* alee 

^>#«PRIHe^1$ (SIADH) , ftMBEfcZV^tiS - mtimte£LT&m?ZZ. 

^^k^> fsi^w, iHi»ffi^, tt4MaiWAm^ 
m\&m om. t l t a, buib l m © # u ^ h ©^ t © t> © ^ 
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temshmw m&iz. v^x, ?yh. tyv, 
mt&m*rc\t*:(D^<D%L5-m^ ^(Dfcm. MMLmm. 



-Wtmz^A (M60kg 



20 



50mg, ckO&*b<TOl.O~20ing^#T^o m(OW}^}(Dm^h. 60kg^ D £ 

-BlZ-D^mk&m&mo.l-lQOmg. £f£b<«&n.0~50mg, ctOffSL 
<«^I1.0~20mg^#-rSo m<DW)M<Dm&b. 60kg^fcD«^bfcS^-^ 



(3) *^©^U^^HSfc«^#©^: 

^mommt. *%w<d# y h $.t£\z%®&z<%&mzmm-?z> z. 
:®fct&WL&mzRjfo-£i£, mfcmzm&Ltcmmik-zntz*mw<D#i)^ 



WO 2004/041301 




• • • 



• • • 
» • 




• ••* 



• • • 

• • • 

• • • 



• • • ■ 



• • • 



PCT/JP2003/014102 



• ••• • 



59 




WO 2004/041301 



• 



• • • • • • •* 

1 • m ^ • • • • • • • • 

* * •••• • ? • 

" ** PCT/JP2003/014102*** 1 ' 



60 



u h'w^t^Mw&swffi b < ens. -r&fr^ 

25 So 
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m 2 mitt Lxmmk&ifczm^&mmmttfm^ znz. 

tm®Lj)m$nfc\,m%\zbu-i?-<Dmft,m\mTzu-i?~*7n* h 
v-t£iz*wm\zmi,*t>n%o ; 

z\n*>®* <Dft&¥mMfem m (omrnxm \zmm-rziz$>itvT\t* 

15 i«fPfefcSt!l#©aS©SIBWffi*&jD^.T*5gW©sJ?U^y5 1 H©ai 

mftmnfem (Sft3J{£) <B9MKt PB»6 2$sSgfTK rMethods in 
ENZYMOLOGYj Vol. 70 (Immunochemical Techniques (Part A)), TO Vol. 
73 (Immunochemical Techniques (Par t B)K mm Vol. 74 (Immunochemical 
25 Techniques (Part C))> m& Vol. 84 (Immunochemical Techniques (Part D : 
Selected Immunoassays)), |W» Vol. 92 (Immunochemical Techniques (Part 
E : Monoclonal Antibodies and General Immunoassay Methods)), |WI^ Vol. 
121 (Immunochemical Techniques (Part I : Hybridoma Technology and 
Monoclonal Antibodies)) (£U, 7#x5 y #7U7>ti:f£?f)l3i2:ZmmT%Z. 



• • • • » • •• 

» <• • • _ • ^ • • • •« • • • 

• • » « • * • * 

** PCT/JP2003/014102 * 



WO 2004/041301 




• •••• • • • •• 

* • A A • * • 0 * T 

• ♦ • • ♦ • • • * 




• PCT/JP2003/014102 



62 



cushi ng^«& £ ©£*tea a ♦ * fc tt»*sjfi-r * Riiitt jwk ^ t #0? -r * 

10 Ht#T#*. 

&£g$ (siadh) , sjhue^£©^t^§, *fc«^*as , r*'PiiBtt**i«vi 

15 £&lfr*i:£#T?#.5. 

« 

©#U^^H*fc«S*#S««*rsfc«)fcftffl-rs©[#*7A©f^l!!, ffi 
»©&#Mffl4»©#5PJ©^ U ^7?- H *fcttS^#©«m. ttttiUfilftK:^ 
20 t***589J©#U K*fcttS$#©^»©»*f3fe£©fc«)tl6fflf S - 



(4) jte^KI 

£v\ -r^, fc£) ^*^S*^K©^U^^K 

«©T, #|x.fc£, ^DNAJfctimRNAOftl, 

T^, iDNAJfcfimRNA <Dif JM & & H tt56SiS* Jft £©«€ WBfH t 



WO 2004/041301 




• ♦ 



• • 




•• • • • 



■» • • 



* • • 



PCT/JP2003/014102 



• • • • 



10 



15 



63 



^U^-<if—>3>^»PCR-SS CPS (Genomics, fg5#, 874-879JC 
(1989^) . Proceedings of the National Academy of Sciences of the 
5 United States of America, ^86#, 2766-2770H (198930 ) 



fWttTJl^D — ig^U^Aifiife Cushing^f£$e&£<Z)^T&3BjBE 



mint, fsoiraiw, wmmm* %mm. m^mm^a) , 

* 

♦ 

IS^hU7AjfiL^ M^*;t^ >M^-^|£ (SIADH) , i^jfiJEE^^O 
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25 



(5) T>^ir>XDNA^WT^> 



(SIADH) , toJE^^O^'^^^tLT^fflT^^^^T^^. 
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(6) *?m<o$m*^-t z>wm 

15 7*. -f*, tf;i,fc£) fc**l/TiKPWi:fctt#«PWfc& 

md. &Jf)]r-hU2 

it. *mj}<Dm.&*l®mtLT. ffi$r0.01~20nig/kg#a;@g, £?£L<« 
0. l~10iog/kg#fig&, $ £> (C$F^ L < teO. l~5mg/kg#fi$l^&, 1 0 1 ~ 5 

20 mmm, v < u 1 a 1 ~ 3 mmm. mm&mz£ k> % mmm^ 

mnzfzmma&^izm-rmmtLTmmtiz, 

m&mzimm m&m. 7 ^ juAn-^ > if moists) , %n. mm 
mat fi7°-t)m (vyvts^vn^ts) , yo^m mm 
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&t 7* a& z&m ^ e> . 

ftttsdttiMRaitffl, &raim smalts ^aa^j&t* 

©fflfcfc&^-r*. J&^Sffi&aifck ^^glCfoT, ±fBia#: 

tfUVW*- h8 0. HCO-5 0 (polyoxyethylene (50mol) adduct of 
hydrogenated castor oil) ) &££#ffljLTfc«fcVi. iflH£i££LT«» 

lOOmg, J e©te©^iJ^T*«10~250mg©±|Bin:#:5&^W$nTV^ £ £ L 



(7) DNA^»* 
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10 AE-t+X h7>fcfc£fc«fcDBW£1*5DNA&fe^t"S;i£K:<}:oTftJ 
15 <ht>T#3„ 

20 C5 7BL/6^,$c, DBA2^«ifci\ MibT, B 6 C 3 F^l, 
BDFjm B6D2F 1 Ii, BALB/cIl, I CR«&£) 
(0*J*.fcf, Wistar, SD&£) Jtti^tbK 
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to*, ^Cfcfc©, Jl#:0fy;:«> &»©#iHK 
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*fcoT«, KDNA?ri!jfe«Tli^^-&5'S>yp ; E-^-©T^(C^L 
^DNA3>Xh^^htLTfflV^©^-^{c^iJT*^ 0 09Afc£ 
©fc hDNA£te£3i***|^ tntffiHtti&t»VJ*!8980DNAStt5 

* 

£ t fC <fco T*3!K©D N A£i£fg^t*3D N A|©M?Li^&ft;£trt£ £ <h 

15 

tWf'Jt77-^, ; en--a J fii^H7^;px^£©khP^^;|,x, 7 
±IH©DNAf8aW®*fT^'5^D^-^-i:LTtt, #!l;Lfc£ (a) «M )V 

J c^M, %m^)ix, mtt-ovzita) t;:E&*-f3DNA©7 0 n 

(b) &Sug?LSj$j (tK -f7, *;HEyK aa 

>7sU>I K 7p7^*>I K X77^-1f, I'JXDfofx X >K 

■tux tt^u-T^^^— if, ^U7«mt»ttges, ^;^^>s- 
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'Cf^hU^AfiJKttB^ ^l/t^-fDy>^t- 1? (-id i e. 

2^is$n^) , thU!)A*'j^7fy v>3 vymimm (Na, k- 

5 ATPase) , ra-Q7^7^>MI> ^^D^^-f > I I I 

. A. ^Dyn^t- fefl^-r>tlf^-, iiftK (H-2 

L) , H-ras, l/X>, F-ZtS >0 -TRgMfcBfc, ¥ftJS^;U**v^ 

-if (tpo) , m^^mm&m^-ia (ef-i«) , j3j^f>, « 
&£z$B=i*i/>mm, 5^-v>sMi^ct^2, ^xu>ssiiieK, 

10 ^D^JX Thy-1, M^D7'UX Hi|nl« (VNP) , jfaff 75 
7 l^7'a X >^r 7 T U > A, A'V 71/ -> >& £ ©7°P fj&tffl ^ £, n 

k h^U^T^KfiMfiH^l a (EF-lo) ©/"Dt-^-, th 
±IB^7^-«, DNA^ui?Ll>iJ^*5UT@WiT-2)^^-fe>^^-R 

20 -&£^7B^£,ft£o 

^©ftfi. aW<h-r§^ttDNA^$e,ti«^S$-&§@^T=g-DNA©X 
7°^-r~»^V^;k X>/\>1t-«, *KDNA<EK>bO><£>-g|5& 

ft*©™, ^H^ilfflilSft^DNA^^raig 
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Aif^fg iz&Q fmt z> n t an? # * o 

i 

aJi^©KM3atc£^T> *»W©^*ttDNA3&J#fiE-r^C:ttt, ffffi 

AftfiM*-r*ctft**-r*. #f§BJ©&3lM4DNA£§tti&l>£2:©a© 
fc©^»«*©E£»IIIkfe«k t«*:«Bia©-r^Tfc*|g|9©^*ttD N A fc^T 

-So 

^W»*©^d^T^©JE^jfflJK*J;^|B|Jia©^TK:*^W©^*ttDN 

A*iasjfcwr*Jitsati*r*. *58w©^*ttDNA§s^«ii^c:©a 

©»*©^»tt*©K^ailia*«fcl^Mte©^Tfc*fBW©^^DNA*jl 
^ADN A^ffil^Jfefifropl^rfc^zlN^Eif-Y rf- MM&£5tffU £©H 

(omm sr^iBf & d t t ct o -r^x ©■? mmr> nazmm \zm? %>&o\z 
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£J£©^i$#©#Bj:fcj;tf£ft£©£&0^ 

*ttDNA § ^ £ SHiLTiD N A&WifrtF t LTM%(Dffi 

! fc*»t5*a!W©S^DNA©(^tt, *NfcHj!?LI&*|fe©E 
^iffllia^«J:tW*itBII&©^Tfc#ft-rs«J:'5fc*ft$ns. DNAKgfgO^ffl 
15 tb#J©M#«^^T*^Bj©^DNA^#ffi-r-5^<htt, ffEHSjIb©^ 

I^lf OEf ife^J: W»J§0iTl:^^©Sf DNA ^tts : t 

EM»J:^M|jS©^:T«^BJ©M^DNACTf -So iADNA^ffi 



o J5T 



*5S9i©S*DNA*^rr**fch«aS&«tt, *589J©£#DNA7&SiSSe 
S3i*SttT*5?K F*3ffitt©jEmDNA©M^E^T^^«hfcctDft^{C 

fflHT\ ^^©^U^^HC^IiB^SttffiTOSI©^**©^^^^^ 
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m 



(^ct-5iE^U^y^H©MM (dominant negative^) ZMmtZ*? 

±SB2aS©*f6W©DNA(^SilSi0^©ffiiofiJffipI|gfti:bT, 
(a) ifi«^*©&«>©*BII&iK£LT©«JB, 

* 

m LT, — jRfc«*B»^:|al8fcAi £> ©«©*|jig©#f^> 
15 (d) ±|B (c) !2«©IIBite*JBVJSC:i:fc«taiifflia©«li*jafeSJ:5^^J 

(e) *58w©«^u ^7^ \*&Mmn&£T**<m{tfmtsiii&mx. *>n 

25 ^7t, ^woDNA^a^&^-jRgs^ijajb. hj7~» 
fc£©gae##»tisfc,fce>, WbfeDNA^#«©mt#, 

7°^H^fc«§^#:^tt©#^^ 7^h-yX, Wiiffltt© 
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ft tb © wmm t & * . 
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(8) y^^7»>hS)#j 

#Si 0J © D N A WHtfl; £ ft&# fc h ni?L«it)E^lfiBlg^ «k #?gBJ © d 

15 *5SMODNA*qF«tt<bS*Xfc*t hWILiiW^mt^, R#fc hPfg 
?L»*Wrs*l8WODNAfc:A^»^asjiPA-5^i:fc«kD, DN AO 

» 

20 ^hhm^m^om^mm (^t, EsmuistiMB-r*) £v>a. 

W^ftCfc D^DNABB^iJ©-gPXtt^©giJ^ MDNA£Jf A£fctt 

§Cl£fC<±; D *56 WO y y * 7 £ h DNAftffattltfJ: K 

^Bj©DNAW»^b$tlfc#t (OT, #$g§B© 

DNATOft^ES«^fe«*^Bj©y h E S«£B&f5ir&) © 
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ttlfef^l^ttSlitftief. 1 a c Z (j3 -ti7>7 h->^ 

— tfitfc^) , cat (^UyAyx.-n-)V7^)Vhy>Xy^^—^m. 



tlfcES«{CO^T^Bj0DNA±^§^«^©jg^(DDNAiS^J^yD 
* -±© D N AE^J t^-yyf-f >^^^-^SHIffilfc*^fi9DN 
fBK©/y^7^hESfflJia*SjBU'rse:tK:«tD#-5J:i:*5T?#5. 

« 



ESIM^, g& -|SW(Cttl2 9^©ES 



m^mx%frtzKsmm%w&t%tiE<Du®^mxu, cs 7BL/6-? 

^X4>C 5 7BL/6 



X©iJ>&£&DBA/2£©£aifcJ;DBfe#b;fc 
BDF x v£X (C57BL/6tDBA/2tOF I ) *ffl^Tttfibfct>© 

$>%>t^5m&\Z$aZT, C 5 7BL/6T£X£#:£K:J$o©T?, £ft£ffl 
^T^^nfcESIBJiatt^SS^-r^T^X^fflbfct^, C5 7BL/6Y 



LA 



•jsfcttss^ 3. 5 h@ (Dmmmzmm-r 
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tc & \z h -e 1 z> tc tfjp- < mm omm *n u o z. t am * l h . 

ZmVTWcMZttLT. l3D--g^©ESMt (D5 0i) T»© 



15 ES»lll&0»^£/y£7'}hU!:&, jEftNHAS mXtt, 7-)7t^fi 

fl§©«fc5ft&lS&:7^-^-|ffljE±TL I F (l~l 



09*. STO 



OOOOU/ml) #«ETfcK»^f^»««rt (#£L<W\ 5%bS^#X, 9 
5*£&£fc«5*Hfe*, 5X«»^fX, 9 0%£^) 7-CT?«*-r* 

0. 0 0 1~0. 5% h'J^»/0. l~5mM EDTA, fi^KttJl&O. 



lXh'J^»/lmM EDTA) #LS££t> 



25 ^-^-an&ifcjsa-rs^^^tsti*. co&otmmt. iisti- 
te«a*»*r**T»ai««-rscticj;o, siir& wont a 
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10 



<0m*O2^7&mfe\Zft\k^%Z£ifi'%ffi-etb*) [M. J. BvansRtfM. H. 
Kaufman, Nature H292#> 154H* 1981^ ; G. R. Martin Proc. Natl. Acad. 
Sci. U.S.A. i!78#, 7634H, 1981^ ; T. C. Doetschman £>> — ±)V • Or 



jfi^©DNAE^j^yo-ytbfc^ti i >/\-r^u^'r-ti-v3>^^fc« 

m L fc T £ X fi3fe 0*5BW O D N A £W © i5^«© D N AIS^IJ t £ 7 7 <i V 
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x (Dt&m* a& m iz^m & m z. bj © d n a g £ *> -d mmr-mfc £ n£{@ 

«>Ltf, 3-h*7-©*U»fc:J;DagiJ-r*j:i:fc:«J:D=»&n*. £ 
#|wlS^@B U £> ©g# e>#2PJ3©# U H *fctt**lBOSe 

0 # £> n£»#H@# fcMD N A£V y >7 T £ V £ tlX ^ 5 £ t &fflB L 
KTOf b D N A O «WT * Ifit © * ^BBT -5 II t «t t) , JS-ffc D N A 

h ©Hilt ^3^IBt § H £ i; 0 > gfcFfSfc DNA^Wf^^qEif-rif-h 

25 *56H©DNA56S^*hhi«?L»«>tt» #fgBJ©#U^7°?- F£ 

^rj^ftDftsc'p, ^tie>©^©j^B^HjR^!gfe©^W(c:^-ffl 




WO 2004/041301 



77 



• • • 



• • • 

• • • 

• • • 
»• •••• 



PCT/JP2003/014102 



(8 a) *58W©DNAO^»^l«&^:fcieH'r**#ifc»LTil&*- : Fte 
^JCjEHr*^*ifc»LT^* ■ ^te^fcWf U-->^K: 



©»£ 



10 K^^U-->^fefc*tiTfflVie>n5*58W©DNA|6S^#t: htf 

^b"&%, mm^mm. mmmiam. Mi&tm mmmm^mm. 

15 SotfectK 

ft? 

& £ ic * fc>-&TjiM^-r § t # § . 



25 bm&W}mz&7kfi.ffimm*ftts-i<\ ^Mmmmm^tcimm^umt 
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mx z u - - > nmx% nrcfcsmm&Mffc l x ^ x & < » mt 

ny-jm, mm. *?y*)v*ym, ^yayx^ymt^a) t 

15 cD^^ffl^e»n^o 

m htz^mo)^ u f ^m-r^mM t mmz ltiit^ z. twx% 
z.<D&?\zhxnt>ziz>mmt, %±x{&m&x&z><Dx, m^t, 

* 

?t\Zm$LW)%) (#!l*Jf, 9vK "T^X, ^JHEyK r^-y-^, ty>\ 

*)r)V1zE) \ZttLX&li-~?Z>Z\£tfX%Z> 0 

mit^^rc^(Dm(D^m\t. Mmmm. &#*t«u htza\z 

25 L<te&J1.0~50mg. ctD$fSb<rai.0~20mgS#1--5o ^gPWfcift-^-r 

mt&®<D i @a#*tti9:4»afc, **&gsj§ & £ £ ct o x fcuft s 
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£ t> , wmmgm tc v\z&nis tern zztifintz. 
(8 b) *mmDNA\ztt-?z>7n±--?--<D%&&femtt\mm?z>ik 



10 tLTfct HufBbfc#fgW£>DNAH5t^£#t M*?L»»©»tn?%K 

(DDN AtfV'tf-^Hte 1 ? J; DTOtt-ftSft, ftl^-* 

^-ifJte^ (1 acZ) , inm&7)V%V7*Z7 7*-V]tL&r?2iitWV 
#f&9§ © D N A £ ^ -itfi^-rS&S nfc*5gBJ ©DN A^Ti# 

©i3-^7^hy^-ifief (1 acZ) TWftbWS»£» *fS 

25 5£ h^-ifj&^^-rS. tot, 5-^P ; E-4-^DD-3- 
-f >FU;U-/3-#^ htr^/^H (X-gal) O.fcSftfl-jtf^hS' 

7°^ \ t (»m®£wn\z&tf%ftwkn*®&'?% z tifi-v&z. &fcmztz. 




• • • • 

• * * • 



WO 2004/041301 

80 




• • • 

• • • • • • • 



• • * 

• I 9 



* # *PCT/J1>2003/014102 



£tb£u v>\wam&w*mm (pbs) rvtmt. x-gai**tr 

^-«JKft#±*#, Sfi&««mtf<t^. ^StfK 1 acZ 

KtSmRNASftflJLTfcct^ 

C«ItLTH «*tf, «g£ U> 

mm-kg) torn., &zwmmm mz.& mm. m ^Dtr 

*^Bj©DNAtC^T^7 , DHE-^-^tt^Pl*-r-i>^#/^fc«-e 

25 ©i£«> *58§5©#U^^K*/tttS$#©56li*IB*^, »#y^y^H 
^Fii&«» (SIADH) , MlkEE-friz®^® > fem%lfc£kVTmmTZZt&7? 
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fc«n§?Ll!jtf (01*. & yyb, T#X, tKyh, ty>\ 

■ 

^T«> -HK:o#R^*&#90.1~100mgv ff£L<fc**5l.O~50iog, £ D 

■ 

£L<\$®0. l~20mgg^ «fcOjf*L<tt*90.1~10reSS*#IRaWfc:«fct) 

20 

£*£Pi£#T5£^ -HSimZf&A (#:fi60kg£LT) ©ft#fc*ViT«, - 

i.o-20mgs#*r*. #fc mik&mo 1 
D^-^-sittsfisrr*^«ftffi»ffli©»Ta«fijgA (60kgttT) ©j§ 

^t^#-T§«-&, -Bfc^£^fc£ti£moi~30mggg, ^L<}^o.l 
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i 

£ n^^t* s «t 5 ^iBifi* s wsr n *f6 m o si? u h ^ © t> © © 

IUPAC-IUB Commission on Biochemical Nomenclature^ ^•S^-^^^V^i^M 



3o 

20 DNA : x#*->U#&i? 

c D N A : mffiM^tt is U 

A : 7t-> 

T : 

G : VT~y 

25 C :yhy> 

I :-f/v> 

R : 7t^> (A) IsLtd&tfy-y (G) 

Y :5^> (T) (C) 

M :7r-> (A) Jfdiyhy> (C) 
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10 



15 



20 



25 



K 
S 
W 
B 
D 
V 
N 



RNA 
mRNA 
. d ATP 
dTTP 
dGTP 
dCTP 
ATP 
EDTA 
SDS 
BHA 
pMBHA 
To s 
Bz 1 
B om 
B o c 
D CM 
HOB t 
DCC 
TFA 
D I EA 
BSA 



^7-> (G) Ztzte^^y (T) 

V7-y (G) ifcttyhv> (C) 

7t"> (A) £fcte^5> (T) 

yh>» (C) , $7-y (G) -ZtzM&^y (T) 

7t-> (A) , ^7-> (G) $.tcl$?$y (T) 

7f-> (A) , £*7~> (G) £fc&vhv> (C) 

7f-> (a) , yj-y (G) , yvyy (c) 



f^y7T/y>H'J> 



f^y^7/'»HU> 



7t/-»ZiJ y 



ji^-uy^7s.ymm 



P - ;* ?-)V< yXt F U )V7 5 > 

^-ryypif;ux^;i/75> 
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CHAPS 



10 



15 



20 



25 



G 1 yXiiG 
A 1 aXiiA 
V a 1 XteV 
L e uXHL 
I 1 eXttl 
S e rlttS 
Th rXttT 
CysXIiC 
Me tX\$M 
G 1 uXitE 
As pXttD 
Lys X\$K 
At gXttR 
H i s XitH 
PheXfiF 
Ty rXltY 
T r pXteW 
P r oXttP 
As nXliN 
G 1 nXttQ 
pGlu 
Ty r (I) 
DMF 
Fmo c 
Tr t 
Pb f 



3- C (3-3^5 KyphfA) v*5P;P7>t. 

^•>>> 
75~> 
A* U > 
D-fy> 

U> 5 > 

7;M i -> 

hU7h7 7 > 

7pU> 
3-3-K^n>-> 

2, 2, 4, 6, 7-^>^^^tb*D^>>/7 7> 
- 5 -XJl^s~)l 
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C 1 t : 2 □□ K 

Met (O) :/^t->X;i/7^^yH 

khGPR8'J#>K^y^K (hNPW23) ©75 y m@2?)J£^-f 0 

iwm^ : 2 ) 

khGPR8U^>K^y^K (hNPW30) ®7$ SWSBffl&ifiT. 
10 (SE^i#^ : 3 ) 

CSB^iJ#^ : 5 ) 

15 k hGPR8 »J #> H^y^ HKWgfrO-SRSn- Kr-SDNA©4I« jE^JS^-T. 
CSB^J#^ : 6 ] 

k hGPR8 U -fty Y^ZfJ- KWKfr©-ffl©7 5 y»Eai£jKT. 
tE^IS-Jf : 7 ] 

£j£khGPR8U#>F (1-29) ©75/»E#l§3ST. 
20 CE*J#5 : 8 ) 

-&J&khGPR8U#>K (1-28) ©75/^12?iJ£5kT 0 
CE^J#^ : 9 3 

£-/&k hGPR8U;tf>K (1-27) ©75/KE^J^-T. 
C@B?>Jf£-Sf : 1 0 D 

25 £$khGPR8V#>F (1-26) ©75 / WaSBffl&mir. 

mmm j % : 1 id 

£l&khGPR8U#>K (1-25) ©75/Iffi^J^T. 
£fifckhGPR8U#>K (1-24) © 7 5 J Wt WM £^"T . 
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(E?»J#^ : 13) 
(E*fl## : 1 4] 
5 ffl?iJ#^ : 1 5 3 
(@E#l#-t : 1 6 3 
CS5^J#^ : 17) 

io mm*% : 1 1 T»$ns7$ /»e#i£=i- KTsaaeEaisw-r. 

(E#l## : 18) 
(@B?iJ#^ : 1 9 ) 

k hGPR8>J#> K^7°^F«fiW^3- FT *cDNA©ft£E#|£7KT. 
15 (ffi^Jt^ : 2 0 ) 

t HGPR8U #> K8MB#07$ /»E?!l£j*T. 

[E9>I#-ff : 2 1 ) 
^ GPR8 U # > K ^ ^ H © 7 5 / i?E^J 

(IB?!I#^ : 2 2 ) 

20 ?*GPR8U#> K^y^ K KT*cDNA©tta&E^J**-r. 
(E?>J#-5§ : 2 3 ) 

GPR8 U 13 > K ^ ^ H 7 5 / &E3I £^T. 
CE^J#^ : 2 4) 

25 CE^J#-^ : 2 5) 

7*^gpr8'j^> h^7^ k©75 mmm^to 

CE^J#-^ : 2 6 ) 

E8l#f§- : 2 4T*$tl*75y»E?!l*3-H'r<5ifi»E3?!IS**r. 
CE?iJ#-5§- : 2 7 ) 
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(iB?'J#^ : 2 8 j 

5 y KPR8U #> Yltt HtliW^n- F-r-5cDNA©g2^J^*1-o 
CK^J#-i- : 29) 

Cffi^J#^ : 30) 

yyh GPR8 U # > H"*^ H ©7 5 J WW\ £tkTo 
CBB?<J#^ : 31) 

5y hGPR8U#>K^:/^K©75/S?SB^J£*-r. 
10 C@B?>J#*§- : 32) 

CgH^J#^ : 3 3 ) 

ffl?!l#^f : 3 4 ) 

15 T«7XGPR8U 13> H^y^ HtuTO^n- KT^cDNA^E^J^f. 
(ffi^iJtf : 3 5 ) 

t^xgpr8u -n> y^j- mm&<D75i /mmm^to 

CSB^J#-^ : 3 6 ) 

w x gprs u # y h < h* © 7 5 y mffi^J £ . 

20 CSB?'J#*t : 3 7 ) 

T V XGPR8 U # > H ^ F © 7 5 / ieSB^'J . 
C@B^J#^ : 3 8 ) 

EW-^: 3 6TS$tl^75y^@S^J*n-F-r§maiB^^To 
CSS^"J#^ : 3 9 ) 

CSB^"J#^ : 40) 

-g-^k hGPR8u^>h* d-23) Mimomjnmw&^To 
im&m^ : 4 1 ) 

£/&t hGPR8U#>F (1-22) ©75ygfge?>J£^T 0 
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CS2^J#-t : 4 2 ) 
£j£fc KPR8U#>F (1-21) ©75 /^IE?»J£^T. 

(mpmn : 4 3 ) 

&/&k hGPR8U#>F (1-20) ©7$/»J^to 
5 (ffi?»J## : 44) 

£jfck hGPR8u^>h* (i-i9) ©75/mis^j^T. 

C@2^<J#-^ : 45) 
£f£t hGPR8U#>F (1-18) ©75/K^J^-fo 

C@H^>J#^ : 4 6 ) 
10 £-/&k hGPR8U#>K (1-17) ©75/iffi?<J£^-r. 

CIB^J#^ : 47) 
£j&t KPR8'J#>K (1-16) ©75/I?@e#l£7K-r. 

C@H^J#-^ : 4 8) 
£|&GPR8U#>H (1-23) mitfcVJ S. SnMM*7si? e 
15 ffl^J#^ : 49) 

ftl&yy h^fcttT«>XGPR8U^>K (1-23) ^{t#©75 7 $ffi?iJ£^T« 

Cffi3Wf:.5Q) 
^Fmodbt hGPR8U^>F (1-23) ©75 J WfflMttlTo 

CSH^iJ#-^ : 5 1 ) 

20 [N«-Acetyl-Trp']-t hGPR8U^>F (1-23) ©75 /iffl^^"?".. 

C@2^J#-^ : 5 2 ) 
3-Jjfck hGPR8U#>K (2-23) ©75 /^SE^^T . 

mmm^ : 5 3 ) 

£/&t: hGPR8U#>H (4-23) ©75 /^Se^^fc 
25 (lESWt: 5 4) 

^khGPR8U^>F (9-23) ©75 /^SB^^T. 
[@S^<J## : 5 5 ) 

t: b GPR8 <J # > b* (15-23) ©75 7 m@2?>J£^-f . 
C@3^J#-t : 5 6 ) 
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[N-Acetyl-Tyr'j-t KPR8U#>K (2-23) ©75 / g?@B?'J£^-r, 
CI2^J#^ : 5 7 ) 

[D-Trp']-k FGPR8U#>K (1-23) <DT^ /Wtmm*7j<t. 
CIB^J#-^ : 5 8 ) 

5 [N-3-Indolepropanoyl-Tyr 2 ]-t: FGPR8U#>F (2-23) (DT^JWWM 

CIH^J#-^ : 59] 

m^m^ : 60) 

ffi#l#-5f : 61) 
CIB^>J#^ : 6 2 ) 
15 C@E?>J#-5t : 63) 
(gE#l#-*f : 6 4) 

@B^J#^ : 4 6 TSSnSTiS /KE^JSd- FI-S^M^^To 
C6B#I#-§- : 6 5 ) 

20 : 4 7T^^n§75 swtmm*?- ^r^mmm^To 

[@B^J#-^ : 6 6 ) 
[S3^J#^ : 6 7 ) 

25 tmpmn : 6 8 ) 

■ C@B?Uf£-*t : 6 9 ) 
CSB^J#^- : 7 0 ) 
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CSB^J#-^ : 71) 

[Phe z ] fchGPR8U#>K (1-20) ©75 Jmmm^to 

mmrnn 1 2 ) 

ffl^>J#^ : 7 3) 
imPm*% : 7 4) 

10 mmm^ : 75) 

C@2?iJ#^ : 76) 

79 h TGR26 £ 3 — c DN A©^X@E?>J£jK-f . 
Cffi#l#-^ : 7 7 ) 
15 V^XTGR26©T5/i?@E?!l&^To 
CSB^J#^ : 7 8 ) 

V^XTGR26^3- h*-r§cDNA©«@B^J^^-r. 
CIB^J#^ : 7 9 ) 
k hGPR7©75 /mSS^J^^T. 
20 (@B?iJ#-{f : 8 0) 

t hGPR7^n- H-r^>m*i2^j&^-r. 

ffl?ij#-ff : 81) 
£if-*GPR8©75 yi?@3^J^^fo 
CSB^JS-^- : 8 2 ) 

25 C7+h^GPR8S:n-F1-^X@B^J^To 
C@B^J#-^ : 8 3) 

#i^gpr7©75 y^ge^j^-To 

C@B^"J#^ : 8 4 ) 

^-th¥GPR7£n- F-r^^SB^J^^-T. 
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15 



[@a^'J#^ : 8 5 ) 



W=¥GPR8U^>H^^K (1-30) (DT^ymmpi&^to 

(8B#l#*t : 8 6 ) 

■^It^GPRS'J #> K^y^ H (l-30) £n- KT3i£SgE?»J£^T. 
5 CB2#I#^ : 87] 

^-tt^GPR8u#>K^7°^F (i-23) <D7^ymmm^to mmmn-. it 
mmm^ : 88) 

9l*^GPR8U;tf>K*<:/^F (1-23) &n- FT^^Sg3^J^^1- 0 
10 CM5»^ : 8 9 3 



To 

(MPmn : 90) 



C@S^"J#^ : 9 1 3 
^-tf-*GPR8£3- KT3cDNA©5' ±M©:&XiB#l£^-r,> 
[gB^<J#-^ : 9 2 ) 

OT©^ifi^|2- (2) H43^^PCRSJ5&T-^fflbfe7'^-rT-CD^S@B^J^ 



20 

CIB^J#-^ : 9 3 ) 

OT©^»j2- (2) \z&n%Kmjfo^&mLtz7*7^^-<DmMmi\*m 

To 

CS2^>J#^ : 9 4) 
25 ^I^GPRS^n-F-rScDNA^S' Tott#J^SiB^>J^f = 
C@S^J#^ : 95) 

&>T<DmMM2- (3) t^^?)PCR^T^fflbfcy^-rT-<Z)^SE^J&^ 

■To 



(SB?!l#*f : 9 6) 
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siTommm 2 - ( 3 ) \z&tfz>?cmfoT*mm \^tt^^^ -?-(Di&&mmz* 

-To 

ffi^J#-^ : 97) 

5 i&MMm&^-fo 

CS2^i#^ : 9 8 ) 

UT<ommm 3 - ( 1 ) \z&v z>?cmi&T'&m htc-??^ ^-(Dmmm^ 

To 

ffl#]#^ : 99) 

10 RT©«#I3- (1) {C^^5PCRSJ5&T'MLfc7°^-f ^-(DM&mPlZm 

To 

C@B^J#-^ : 100) 
C@B^J#^ : 1 0 1 ) 

15 erf(Dmmm3- (2) \z&vz?cm)fcT'&mLtz77^^-<D&&mm$:* 

To 

cge^>j#-^ : 102) 

T. 

20 cie?>j#^- : 1 0 3 ) 

•>1f^GPR7^Zl- FT&cDNA<Z)3' T5StfiS©^S@2?iJ£^t\ 
C@E?U#*§ : 1 0 4 ) 

^T©*»j3- (3) \z&n%wmft<i:fcmhtc77^^~(DmM&m*m 

To 

25 C@B5>J#^ : 1 0 5) 

t. . 

m&mn 1 0 6) 

fiTF^JStfjJ 3 - (3) K:}o^T#e>nfc^1^GPR7£n-KT£cDNA£^tj> 
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ffi^»J#^ : 107) 

-r. 

5 CBB#l#*f : 1 0 8] 

To 

IM^m^ : 1 0 9) 

£1^GPR8 U 13 > H trfj- F mm&W SKSn-H-r* cDNA©5 ' ±MJ ©ifiS 
10 gB#l£^1\ 

(R*J#Jf : 1 1 0) 

C@B^J#^ : 1 1 1 ) 

15 OT©*JfiW4- (2) iC^^SPCR^T^fflbfey^^T-OD^E^J^ 
T. 

0G#l#f§- : 1 1 2) 

20 C32#l## : 1 1 3D 

OTOH^!l4- (3) t^^^PCRSl&TMLfc^-r-7-©^Se^J*^ 

To 

CE#l#-t : 114] 
25 T. 

k 

[E#l#*t : 115) 

£1^GPR8U #> K^y^ 1 Flium#^£l It £3- K-rScDNAS^tTlfiSffi^J* 

» 

CK#I## : 116) 
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tmpm^ : in) 

To 

5 ffi^"J#-^ : 1 l 8) 

£TF©§I«J4- (3) fcfe^SPCRRlSTttfflbfc^-rT-OiftSK^^ 
To 

(ffi#l#-*§- : 1 1 9) 

10 ^To 

(@2?>J#-f§- : 120) 

IB?|J#^: 1 1 6T«SnS75y*EM*3-H-r*cDNA0iiEai2WS^"r. 

«ifi©*Jfi«2T#5nfcEscherichia coli DH5 a/pAKKO-rabbi t GPR8te, 
15 2003^9^25H*>5^ttE*o<tfm3UiTBl#«ll *£!t6 (!&<g#^305- 

8566) ©Mfr^A^g«^W^m #tf£*^te*>*-K:3K#*t 
FERM BP-8497iUTfff6$nTV»5. 
«0^»J3.T#e»nfcEscherichia coli DH5 a/pAKKO-rabbi t GPR7&, 

2003^9/5 25 Bi)^wm-D<\m%\rmmm\ (ot#^305- 
20 8566) omttT&mxmnw&i&swtm mtmfcttfey * -\z&tmn 

FERM BP-8496£LT«Ffe<*nWS. 

«JfiO*Jfi0J4t?»&tlfcEscherichia coli DH5a/pAKK0-rabbit prepro- 
NPWte, 2003^9^ 25 0^^^mo<^rp-^lTei#iftl 4>£Sg6 

305-8566) (DW&n&&Kmmmim&m$m ^^mn±>^-iz^% 

25 #^FERM BP-8495£LTWi££nW5o 

» 

i 
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10 



[Phe 2 ] t KPR8U#>KO-20) (gE»^t : 7 1) (Di 
775 -f K/HtyXfAXt©^^KSl^^l (ABI m^fr) 



HJ5&75/K1iMgfi#«Wang (p-benzyloxybenzyl alcohol) Mm (0.25 
mmol) Fmoc-Leu, Fmoc-Gly, Fmoc-Ala* Fmoc-Arg(Pbf), Fmoc-VaK 

Fmoc-Thr(Bu'), Fmoc-His(Trt), Fmoc-Tyr (Bu') , Fmoc-Pro, Fmoc-Ser (Bu') , 
Fmoc-Lys (Boc) , Fmoc-Phe> Fmoc-Trp(Boc)©Fmoc75 /MWIMfo&tiRW (2- 



15 - (&&»ffr3f, #ESfl : ^x;HC8A) led; V 7ir h~ h UJU-O. 1% TFAtK 

(15-35%, 80^) ^ffl^T^ffiM^fr^oTS^tf 5fSSK7^F35 

* 

mg£rt#fc<, 

cko.THO'C • 22I^MO*#TjD7K^LT#fcJl0*^»O75yK^«fffitt 

Thr (1) 0.93, Ser (1) 0.92, Gly (2) 2.03, Ala (3) 3.09, Val (2) 1.90, 

Leu (2) 2.02, Tyr (1) 1.02, Phe (1) 1.00, His (2) 1.91, Lys (1) 0.98, 
Trp (1) 0.88, Arg (2) 2.06, Pro (1) 1.02 

fcfi^teHPLCfdck 0 98. 8% tg-ttiZfttc fffi##HI«2266. 6 (Bffft 
25 2266.6) T&ofc. 



###12 

5^ h/t-^-+v^-ii^^ffiv^c[Phe 2 , 125 I-Tyr 10 ]k hGPR8U#> K (1-20)0 
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dmso io0itc**»b&, ^mi\zumhtcmmz i mvT%t>ntc\.ne 1 '] t 

hGPR8U#>K(l-20) (IH^JS^ : 7 1) 10 nmol£, 0.1 M&te- v ^r)Vim 
mbn\. 0.1 M HEPES (pH 7.6)fc&frbfcO.001fcffiKte*£#10jfcU 0.1 M 
HEPES (pH 7.6)«^bfc^^ h/t-^'>^— tf (->^T&) 10Mg/ml£l0 
5 # 1, *5ck^C ,J5 I]NaI 40 MBq (NEN^-f 7KX>X^n^>yt) 10m \*M 
&VT^UT'WftfflKfo-2mc'&. £/&Lfc[Phe 2 , '"I-Tyr 10 ] hhGPR8U;tf> 
H (1-20) &^T©*fl 1 ©HPLCfc«fc OMbfc. 

0DS-80TM (4.6 mm x 15 cm) (I — 7— &K ^tiJ^AtLT 
10%7"feh-hU;U/0.1% TFA» ^|±J^Bt LT60%7"fe h- h 'WO. 1% TFA 
10 0-0 (2 minh 0-27 (5 min), 27-32 (40 min) %B/A+B0^7T^I> 

fco H©HPLCfc#T!«, [Phe J , '"I-Tyr 10 ] t hGPR8U#> H (l-20m25#ttifi 
15 »^J1 

t >GPR8U#> K(1-23)0#K#HJ;^)^^©^», 'frffl&fcitflfilJEH 

Japanese WhiteaUtttW^ (2.2-2.4 kg) \ZVU?> Cfr^AS K^X? 1 
;W ^#l<tDS#l (1.5 g/ml/kg), ^T(CT^-tl-^¥^lcH^UT 

^7K©lro^(10 ml/h)*«kt^#©S#(300Ail/lsI)OT#M«J:OfT^:ofc. W0 
01/98494#&«fcffitt©#fc£l^i!Bfc bTflsgbfe k h G P R 8 U #> K (1 

-23) (ib^j#^-: i) (mmtumtzz.ttf&z) tt*a^*foK (^ 

25 «9!$) t^ilL/. &#fi£l2.5, 25, 50&£tA0O nnolAgfcS&tLfc. #81 • 
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(%) = (&-5&4#H©M) / (&5-m4ftffl<Dmm) X100 



mi) 

(dido I /kg) 0 1_2J> 25 50. 100 

5 m&(D^.W} (%) 101 ±0. 9 90.0±7.4 78. 2±2. 7 74.8±2.6 56.8±8. 1 



hNPW23&WTtt> 25, 50^«fct^l00 nmol/kg&^fC&^T, ^S^ifiTKS 
4#£JtlfcU hNPW23©12.5 
10 nmol/kg&-^l¥Ttt, S*©«4Hil3l***£tt&j&«, £S:£ifcMg#©K:Jt«b 
T*3tfeJltt*6na:3^'3fc (£1) . 

hNPW23tt, Vi-rtl©^Mt^^TfejfiLm*5i;^ft^cH«^S^# 

15 H« 2 

ty-y-^GVRS&n— KT&cDNA©^ 

(1) ^^GPR8$n-H-rscDNA©5'±MJffi^J©^P-n>^ 

£+r*£$$©total RNAttUNITBCHa<£9BfALfc. Poly(A) + RNA!i#£mRNA 
purification kit (T^v-f A /t-f si-tK l>Xlt) £/flV>TIS8H& £+r 

20 ^£Ppoly(A) + RNA 1. 0//g#>£PowerScript Reverse Transcriptase (#D> 
xy^a) ^ffl^T^^aT^ilfoT^^ff^^iti, Marathon cDNA 
Amplification kit (Zuy^ypQ) £^T5MtACE/8<Z)^T&S#+Mr 
^z^MBcDNASffrfcLfc. RACE PCR£j&k:ffl^fc:?7-f fey htt, lHJg 
©PCRHJ&Tttkit^#<£>Adapt or Primer (S^Ji^ : 8 9) , 

25 2teIg©PCR^Tttkitgs#(DNested Adaptor Primer 2<hy^-rv-2 (SS^IJ 

9 0) SfflVifc. Kfote, $Me& L fccDNA© o t?mRNA 2 ngffi^#£$#M 
fc50jtU©^gTfT&o£o JS^OfiAtt. y7-f?-M0.2tfM, dNTPjg£ 
$0.2 mM, LA-Taq C^jgjg) 1/100 volume* 2^MGC Buffer I 1/2 volume^ 

htt. mm<Dtcibw-( % Mt, <h*^e>©pcRt>94 c c-ei2o#^fibfc^ 
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it-T ^£15|eK 94*0- 30#, 68*C • 4#©1K £;i/£l5|sJ8i9 3IUfc&, 721C 

D^-f FT^&LfcP#t;:jUL3900 bp#ig(D/\*>F£DNA Extraction Kit 
5 7^r>#) TttitiU DNA Ligation Kit ^ffl^T^$H^^ 
— pGEM-T Easy Vector (7°a*#tt) □ -- >^U£&, *JMDH5a 

(TOYOBOft) ^#ALfco ^Dfe^Kg^#^^QIAGEN P 1 asm i d Mini Kit 

BigDye Terminator Cycle Sequence Ready Reaction Kit (/I— +>x;i/V— 
^n-Kf^cDNA©5'±^{giJ@B^Jl?a&^IH^J#^ : 9 1 T^$n-5^S3^J^ 

(2) ^^GPRS^n — K1"-5cDNA03 , T8fE#J@B^J©^a— 
^+r^±l$i<£> total RNA«UNITECHaj;DKAbfco Poly(A) + RNA®#£mRNA 
15 purification kit (J^ytA AW^-tKx^ft) £flmTW^ 

^ ^BKpo 1 y (A) + RNA 1. O^g^^PowerScript Reverse Transcriptase (^D> 
xy^ft) *m^T^-^7 MZfc?TmW**'i=Tts.-otz&s Marathon cDNA 
Amplification kit (^D^xy^ft) ^ffl^TS'-RACEffiOD^MTS^^tr^ 
^-*HcDNA$r^bfeo RACE PCR^£/B^fc:/^-f fey M3u 1{dJ@ 
20 ©PCRRJ&Ttekit^#<Z>Adaptor Primer \ ty°^^^— 1 (@B3Wt : 9 2) , 
20g0PCRMJfoT«kit^tt<Z)Nested Adaptor Primer 2<h7^-fT— 2 (@B^<J 
. : 9 3) £ffl<^fc 0 Kfote, i^fe^bfccDNA©5^mRNA 2 ngfflii#£ilS! 

£50wl©MTfT&ofc o SJ&iftOl&jfcfcfc, y^-f^-M0.2tfM. dNTPjg^ 
$0.2 mM, LA-Taq (Sjgii) 1/100 volume, 20MGC Buffer I 1/2 volume^ 
25 Vtco m^<Dtcib(DD--i^Mt. E% e.©PCRt)94 < CT120#^Lfe^ 

94t: • 30#, 72t: • iftWj z )V*m. uv, • 30$\ 70t: • iftvi^i; )\,% 

50> 94t>30$>, 68t: •4^©+T'f^;U$20|lI^D?gL^ 72*CT10#&S 
bfc„ MJS$£l.2% 7#D — 7^r;H?M*i/jb, l^y^A^UT-f FT* 
!fibfe^^^§2000 bp#jfi©A>K£DNA Extraction Kit (^7^>ft) 
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TJAfcBU DNA Ligation Kit (^jgji) ^ffl^T^775 F^^-pGEM-T 
Easy Vector C/o*#ft) ^D"^^ u—~>tfVtc.&, *JM)H5a (TOYOBO 
ft) ^Abfc. £Dfc^®i|kt&ft^£>QIAGEN Plasmid Mini Kit (^7^> 
ft) Zm^T??** HDNA^ffi^L/feo ^Se^fc^fctf) BigDye 
5 Terminator Cycle Sequence Ready Reaction Kit (A— ^■yx)]/'?— ft) 

^Tfifz^rc. m^^m^-^y^-^m^xmmL, ^+r*GPR8£n-K 

(3) £lt^GPR8£n-KT3£:ScDNA0^D--->^ 
•^^iS© total RNA&UNITECHtfccfc DlAtfc. Poly(A) + RNA@j#£mRNA 

10 purification kit (7^:>^A AW^+r-f x>Xft) £/B^Tfi$i^ 

3^:ffi5poly(A) + RNA 1. 0££g/O*£>PowerScript ReverseTranscriptase (^D> 
xy^ft) ^ffl^TT-^T^MoT^^^fTrcfofc^, Marathon cDNA 
Amplification kit COxy^ft) ^fflViT^1f^^z:*0cDNASr#^b 
fc. ^1tTOR8jl^<7)5'#JSB^J^fct(^Sbfcy^-r-T-l (IBW-^: 

15 9 5) ^J:^^GPR8A^©3'fi!li5^J«:t)itC^iiLfc7 P ^-rT-2 (IB 
nmn: 9 6) ^ffl^T^^i:^-*mcDNA^MfcPCR^^fT^^^ 6 £ 
fait, mRNA I ngffi^^©cDNA^«tClOOAil©MTfT^t?^:c 

-fy-i^-mm^nM, mifM&m. 2mM, LA-Taq (SM5i) 1/100 volume, 
2^MGC Buffer I 1/2 volumetbfc. ^©fcifrcDlH' :7;H£, 94*CT120 

20 WLfcl, 94"C • 30^. 68t: • 2#0tM £ ;P*40®*O>g Lfcl, 72 C CT 
lO^f^flLfco #£>nfc^^£QIAquick PCR puri f ication Kit (^7^> 
ft) SfflHT»8b, DNA Ligation Kit Sffl^T^7X5 K^£^ 

— pGEM-T Easy Vector (^D^^ft) 'vtJ-;/^ >^Lfc|g, *JM)H5a 
(TOYOBOft) ^ALfe. ^CfcJ^Ktetfeft^SQIAGEN Plasmid Mini Kit 

25 7^>ft) Zm^T-fyZS. FDNAfcflMKLfc. J*teE3*Jft£©fc«>®]*Jfcfck 
BigDye Terminator Cycle Sequence Ready Reaction Kit (/I— ^>xjl/T— 
ft) fc/BWrfrfcofc. &ft5$e»">-^>1*-£JB^T#ttU &?>J#^ : 
9 71c^-r±g*SB^J^#7^. £©E#IK:«, W^GPR8©£7S/mg2?iJ (S3 
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iS©A'>KS:DNA Extraction Kit (*7y>tt) £ffiV>T[E]iKL;£o ^©DNAgff 
Jt£pAKKO(E>Sal IIM h£Spe I1M hfcDNA Ligation Kit £fflV>T 

5 y-7?n-->t?Ltc'&. ±mmm^a (TOYOBoih) ^ai, wnnwifo 

Escherichia coli DH5 a/pAKKO-rabbit GPR8£#fc„ 



£lWPR7£n- FT^cDNA©^ U-~>tf 

10 (1) ^+rTOR7£n- K-rScDNA©5'±M@2^l©^P-->^ 

•>^^©total RNAteUNITECftJ-tek DlAlfe, Poly (A)* RNAMfr^rmRNA 
purification kit (7TytA AM^lM x>x£fc) £/B^TPiH£, 
^^^poly(A) + RNA 1.0#g;fc£PowerScript Reverse Transcriptase (#n> 
T'^ft) ^ffl^TT-3.7>»K^oT^¥^rT^o^ Marathon cDNA 

15 Amplification kit (Zny^yZft) £Jfll>T5HlACEJl©&fMT&£#1}-=£ 
±M~ #MNA£ffr&Lfco RACE PCRMj^t'fflVifc^-l'x'— fey Ffct 10g 
©PCR^j&Ttekit^tf ©Adaptor Primer Iffy^C^-l (@B^«J#-t : 98) , 
2[Hg0PCRMJ^"C^kitg5#0Nested Adaptor Primer 2tyy^T— 2 (SB^J 
9 9) fcjfol^ j^^tfccDNAO^^mRNA 2 ngffi^^^M 

20 IZW u I (DWimT° ft ta^fc. Klt^(DM\t. 7°?^-? -mm. Into. dNTPfl-g- 
$0.2 mM, LA-Taq (^M3h) 1/100 volume, 2^MGC Buffer I 1/2 volume^ 
htzo mm<Dtctb<DD-'i 2Mt, £^£©PCRt>94t:T120#MU£:^ 
9413 • 30#> 72<C • iftQD-^ 2 94"C • 30|3\ 70t: • 4#©+M'^£ 

5®, 94t>30$\ 68^ • 4#©lM£;P£20®iiDiILfc^ 72 < CT10#{!j^ 

25 Lfco 7j!fD-7y;H*i^ll/, l^AyDT^ FT 

^£L£l$&;:jULS1000 bp#jfi©A>F£DNA Extraction Kit (*7^>&) 
TrJrt&U DNA Ligation Kit (Mjg) SrfflVv-cyyXS F^£^-pGEM-T 
Easy Vector ^ 7^ n-- >tfbtc'&, *J!§KDH5a! (T0Y0B0 

tt) ^Abfc. ^Cfc^g^^e>QIAGEN Plasmid Mini Kit (^7^*> 
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tt) ^^1^7X5 KDNA£««Lfc. i&mmW&MorctiXDKfote, BigDye 
Terminator Cycle Sequence Ready Reaction Kit (A— =^>x;i/T— ft) ££l 

T3cDNA©5'±ffifl«E3»JT**IB3aj#*t : l 0 0 T^£.ft3:!£«ie?iJ£#fc 0 
5 (2) ^^GPR7SrZi-K-r§cDNA©3 , T^iJ@B^J©^P-->^ 

£U-*±flg©total RNAttUNITECHtfciOatAbfc. Poly(A) + RNA®7}£mRNA 
purification kit CTT5/*A AW^-f X>Xft) £/B^TSiS&, ^tr 
^£Ijpoly(A) + RNA 1. Otfg^£PowerScript Reverse Transcriptase (2u> 

^ffl^TV-aTJH^pTi^^^ofei, Marathon cDNA 
10 Amplification kit {Zuyj-yZ^ £JB^T3HtACE/B©£fMT&3 f 7l}-^ 
^K— *®cDNASfP/$Lfe. RACE PCRR^fcfflVi&^-fT— fey MS, llelg 
©PCRMJSTte:kitgs#©Adaptor Primer (gB?>J#-5t : 1 0 

1) , 2|eIB©PCRSj6Tfikit^#©Nested Adaptor Primer 2<h:/^<v-2 
(E7U##: 10 2) £J8l>fco ^fc^L£cDNA©5Sn]RNA 2 ngffi^ 

dNTPffi^JfcO. 2 mM, LA-Taq (Sfijfi) 1/100 volume, 2^MliGC Buffer I 1/2 
volumeibfc. mi&a>1tlb<D*M 9 £>©PCR ! b94 < CT120;g>&Mbfc 
94*C-30#, 72"C • lft<DV( >7 94*0 • 30#, 70*C • 4t}©+K * 
;P£5lsK 94*C-30$\ 68"C • 4^©tJ--f ^;|/*20EHIOigL/fcft, 72 t CT10?} 

FT^fiUfcP#fcjtA31000 bp#ig©A*>K£DNA Extraction Kit (*7y> 
tt) T?J*tBU. DNA Ligation Kit (^fiifi) SffiVit^XS K^^-pGEM- 
T Easy Vector (:/□*#&) ^l^n-x^bfc^ ±ji»DH5a 

(TOYOBOtfc) ^ALfc. £Ufc^RtetMto&>5QiAGEN Plasmid Mini Kit (* 

BigDye Terminator Cycle Sequence Ready Reaction Kit (/I— ^>x;Ut— 

a) *ffivsTfr*ofc. sbtese»s/-^r>u— */b^t#b*u -7^gpr7 
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(3) £lWPR7£D-Ft"3:£ficDNA©£D-->^ 
•^if-^K© total IlNA&UNITECHft^DStALfc. Poly (A)* RNA!i#£mRNA 
purification kit (77ytA /W^"^X>^tt) £ffl^T!Hi3^ W 
^^ffipo 1 y (A) + RNA 1. 0#g#>£PowerScript Reverse Transcriptase (5?n> 
5 fy^t) *m^T> V-z.7MZ&'oTmiE&&nUo1t&. Marathon cDNA 
Amplification kit (£o>xy£tt) SfflViTl^^^JB— *<BcDNA*f^jEKL/ 

10 4) ^cfc^WGPR7ite^03'«^J^ ! b<htrabfe7 o ^-i'-7-2 
<E7U#*t : 1 0 5) ?rffiViT^-!t^±l!g-*0cDNA^^M}CPCRRlS&fT^o 
10 tc gjfctt, mRNA 1 ngffiS#©cDNA£»SfclOO# lOjKSTfT&oifc. SJ5fr?& 

* 

©IMfctt, 7^-fT-iig0.5/iM, dNTPfi'&ttO. 2mM, LA-Taq (^jgjfi) 1/100 
volume, 2tei§*iGC Buffer I 1/2 volume^: l/fc„ it#g©fc©©lM#;i/te, 
94*CT120#^Mb^ 94^ • 30#, 68"C • 2#©1H' 9 )V&40®mr) ilLfc 
72«CT?lO0flJftiIL&. #&*lfcEJfc»t&QIAqoick PCR purification Kit 
15 (*7$*>*fc) SrfflWTMSgU DNA Ligation Kit ^UT^^X 
5 K^^-pGEM-T Easy Vector (:/□*##:) 'vfr^D— ->^Lfc^, 
*l»8DH5a (T0Y0B0IL) ^AL/fc. £Difc^K£&*fc&>&QIAGEN Plasmid 
Mini Kit (*7$*>tfc) £ffiVvr:/77.5 KDNASttJILfc. ifiSE^Jft^Ofc 

BigDye Terminator Cycle Sequence Ready Reaction Kit (A— 

E*J#^: 1 0 6 lC^T^*E^"J&#fc. ^©gB^>J{C«, £+f-^GPR7©:£Xi= 
;mmm (SB?>J#^: 8 3) £3-KT£:&SE3*J^£ftT^£: 0 * 
©^7X5 HDNA*«W|g»*Sal IiSpe I (^M) S«V>TiBft?gk 
1.2% 7^D-^y;i/TS^ll, xfy>)i^P^ FTffeftbfclSfcJt, 
25 A 3 1000 bp#ifi©A>F£DNA Extraction Kit (*7?>ft) ^fflHTHPRl, 
fzo Zmmmfr*. pAKKM)Sal 11M htSpe I1M hfcDNA Ligation Kit 
• <^7@jg) *ffl^TU-^P-X>^Lfc^ *MDH5a (TOYOBOft) 
U ^S^^Escherichia coli DH5a/pAKK0-rabbi t GPR7£#fc 0 
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■mm 4 

IB?!l©^D-->^ 

5 ^1i-^®i(Dtotal RNAOTITECHlfcJzD^AUfco Poly (A) 4 RNAli^SrmRNA 
purification kit (7?ytA /If jMM x >X#) £ffl^TP§5}^ W 
^±B^poly(A) + RNA 1.0jLtg#>£PowerScript Reverse Transcriptase (^o> 
xy^ft) &mteT^—*7)VK&?Tffi£&&fffc-Dlt&* Marathon cDNA 
Amplification kit (£n>xy^tt) SfflViT5'-RACEffl0»a''T?»*^1f^ 
10 £ffl^#^cDNA£ffrdtLfc. RACE PCRRjSlCfflVifc^-f V— fey 1HJB 
©PCRHJfcTtekit$sfl-©Adaptor Primer Ib^-il—l (SH^<J#^ : 1 0 
7) , 2|sia©PCR£Jln:tekit?itt©Nested Adaptor Primer Ih^^^^— 2 
(B3?>J#-J§- : 10 8) KJfcte, oMfe^bfccDNA©^^mRNA 2 ngfg^ 

15 dNTPig^0.2 mM, LA-Taq (^jgjg) 1/100 volume, 2ftftffiGC Buffer II 1/2 
volumetbfco MftVltlbOW 9 M*. £^ £©PCRfc94 t CT120#raLfc 
94"C-30$\ 72*C • 4#©1K#;1'£5IeK 94*C • 30#, 7(TC • 4£©1M £ 
/l/£5HJ, 94*C-30#, 68t>4#©lM£/l'£20|H|f§O5Ibfc&, 72 t CTi05> 

20 HT^bfc^(CB^.^350bp#ifi©/t>F^DNA Extraction Kit (3r7^> 
tt) TttfcHU DNA Ligation Kit (£ffii§) §fflUT^75 F^^-pGEM- 
T Easy Vector C7°P*#H:) ^^o-~>^L^, ^MirDH5a 
(TOYOBOth) ^mXVfCo tkCtcBM&WkfcfrbQlhGEU Plasmid Mini Kit 

25 BigDye Terminator Cycle Sequence Ready Reaction Kit (/I— ^>X/|/T— 

U #> F^y^FfuiEfl^eff HTScDNA©5*±gfltJE^JT^5iB^I# 

( 2 ) £ U-^GPR8 'J # > F ^ ^5=- F ffimfaW 6St £ n - F I - 5 cDNA© 3'T»St#J 
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W3£±m<D\oU\ MMtWmcm&VmALtco PolyCA)' RNAiIi#£mRNA 
purification kit (7^v^A Af^lM x^ft) £JflHT3H§a&, 
^^UpolyCA) 4 RNA 1. OMg#>£PowerScript Reverse Transcriptase (^o> 
5 ^y^tt) &fflViT-7-a7;H:foTW§ff?iom Marathon cDNA 
Amplification kit (2u>7-y2#.) £ffl^T, 3'-RACEffl©t#MT&£^1t 

i 

^K-*mcDNA^^Lfc. RACE KRKfoizm^tcZf 7 T— fey M3\ 10 
B©PCR£JfcTttkit&#<DAdaptor Primer UiWBrfy^^—l (gE#l## : 
110), 2|5Ig(DPCRM^T«kit^#<Z)Nested Adaptor Primer 2<hiiiS:/y 

10 (BH^Wt: 111) Sffl^fc. HJSte, iKte^UfccDNAO^^nRNA 

2 ngffi^*t^St50wl©«ai"eff^ofc. RJES^©^«, ^7-f7-ig 
0.2#M, dNTPig^O. 2 mM, LA-Taq (^}@jg) 1/100 volume, 2ftfi$|gGC 
Buffer 1 1/2 volumeibfeo W&OtcVXD^ 9 Mt* Et>ibO?CKhUW 
120#«fibfc&, 94"C-30#, 72"C • 4^©it-r^;i/^5|il, 94t: • 30f3\ 

15 70^ • 4#CD1M *;Hfc5ia, 94*C-30^ 68"C • 4#©+H ?;i/£20[e|i£i D5g t 

Extraction Kit (*7y>#) "eSlttiU DNA Ligation Kit (SSJfi) 
T^XS F^^-pGEM-T Easy Vector C/o^;tf&) 'vtf-:/^ n-n>^ 
20 *raDH5a (T0Y0B0&) ^ALfc. £DfcE*»Ktfe{*:j&>SQIAGEN 

Plasmid Mini Kit &7*f>%d ZmteT'/yZS. b*DNA£*S®!bfc. ^SE^"J 
^^©fefe(DHJE&^ BigDye Terminator Cycle Sequence Ready Reaction Kit 

flP&U ^^GPR8U #> FlWag^n- H"T*cDNA©3'TSS 

25 ftfflB?!n?**BB#l#^ : 1 1 2ti$n§IS@e?l$#fc. 

( 3 ) £U-^GPR8U 13 > Kfl&KttSSRSa- HTS^ScDNAO^ D 

-x>^ 

£+^£$5© total RNA&UNITECHttcfc DIALfc. Poly(A) + RNAH#£mRNA 
purification kit (77->tA AW^lM X>7.th) £ffl^TSH®J^ ^it 
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^^:flgpoly(A) 4 RNA l.OMg^bPowerScript Reverse Transcriptase (7P> 
7^;/ 7ft) Zm^T^-z-J )l>\Z$t?Tfflfc^%nfc^t£'&> Marathon cDNA 
Amplification kit (7P>xy7fr) £/8ViT£l^£ll^#£cI)NA£f&£U 

5 S'btfc^fibfcy^-fT-l (K5«J##: 1 1 3) **^C7^GPR8U^f> 

^fT^ofeo dirna i Mft^ft<Dmk*mmziMiL\owsx?Tt&^it, 

Rfi&L<Dmm%. 7*5l"7-2gg0.5jLtM, mm$m.2m, LA-Taq (^Sig) 
10 1/100 volume, 2fgit£SGC Buffer II 1/2 volumetLfco *£"fg©fc&©1M 7 
;Hi> 94"Ctl20MSlfct, 94t: • 30^, 72t: • 1#©1M7;I'£5|IK 
94"C • 30#, 7013 • IftOljr^ 2 94*C • 30#, 68<C • l#©lM*;Hfe 
35l3*t)3gUfc«» 72tT7WIlfc, #£>nfc£j&$£QIAquick PCR 
purification Kit (^7^>ft) SfflWrfllSlU DNA Ligation Kit (£jg 
15 jg) ^1^X^7X5 F^77~pGEM-T Easy Vector C/D^tfft) ^+f-77 

u-->tfvrc&. xmwmsa aoYOBoa) ^mxvtco £.ctcmn&mm* 

<bQIAGEN Plasmid Mini Kit (^7^>ft) ^^^7^5 KDNA&ttSbfc, 
^S@B#l&^©fc#>©i£J5&&, BigDye Terminator Cycle Sequence Ready 
• Reaction Kit (/1-*>x;K?-ft) */BWtfrfco£. St^S»^-^> 

20 utahku sb^j##: 1 1 5 \ZT*;-?m.m&n&ntz. EODNAfiaiK: 

th, 7*7, yy h£cfcUT77GPR8U#>F^7°^F©75 7iffi?iJ£ 

r 

g|<K b "7 U- TOR8 U 15 y H ^ 7*3*- H £ ^ ffl $ tl § ^ 79 1 H * 3 - K "T -5 J; 5 

25 F7£M#i3 F><h-r^d<h50^S$nT^§W^^tlT^§ Cfch^X 
ttWiWiif (Proc. Natl. Acad. Sci. USA, 86#, 1 836-1 840K, 
1989*£, Proc. Natl. Acad. Sci. USA, 86#, 3978-3981H, 198930 , T^T. 
WVf* >K£§#/3 4 (Proc. Natl. Acad. Sci. USA, 89#, 2718H, 1992 
m , t !>*7*U^'>;i/tf DiJ>M-o^P* (J. Biol. Chem. , 265^ 
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1 6491-1 6497H, 1990^) » ->a £ ya £/\*X3 U >7tt)VG»W& (J. 
Biol. Chem. , 265^, 21714-21719H, 1990^) ] . ^tl^<DMX'\t. ATGfcft 

gessfc^ttsMis^ H>t^ia$nsATGics^>&-rsfi[gt#ffi-r*cTG 

10 4^>*»jmGPR8U;tf>F^7^F©t K 7^, 7-;h$5WiT^ 
£#A£>ft£Arg-Arg©@B?iJ (Ann. N. Y. Acad. ScU 839#> 9-24H, 1998 

15 *£8iJfc£nfc. W&mn : 8 7©23^ffi£lM : GPR8U#>F' , V/3 i 

F©75yftE7!l«* 23^SMkhGPR8U^>H^7 p 5 1 HcD75y^ra (SB 
?>J## : 1) £— &LTV>£. 

@B^>J#^ : 1 1 5©&g@2?'J£'^t?7 , '77 5 KDNA 50 ng^HSHCbT 
^1tWR8U # > F^75=- HldKflcSeRJie^ ©5*fiifi9!IS%>ifc^|IIUfc 

20 7^Kv-l (@a^J#-t: 117) ^J;W^GPR8U^>H^7^Hb&^ 

w.&^fc^mmw\\*-bt\zfcmLtz y°?'C?-2 (&m^: 1 1 8) 

£fl!V>T200tf l©MTPCR£jfc£?Tfco&. Rj£*E©fflfifcfcjU 
0.5^M> dNTPjg^O. 2mM, LA-Taq 1/100 volume, 2firftt£GC Buffer 

II 1/2 volumetbfc, ^©fcfe©lM 94 < CT120#^SLfc^ 
25 94"C-30S\ 68*0 ♦ #;V£15@*DSgbfc&, 72tJT?7#ra#»bfc. 

#£>n£:SM£QIAquick PCR purification Kit O^^fr) &fl|V>T*IWK 
ffllBB*Sal IiSpe I (^fijfi) &JBV>TiIHbLfc. C©DNAWf«-*tt«»IBI 
JfeSSJS^*— pAKKOOSal I+K htSpe I 1M MCDNA Ligation Kit 
it) ^m^X^^U-~yifVtz^ *J&ISDH5a (TOYOBOft) ^Atfc 
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£ C WW&SkWfr Q I AGEN P 1 asm i d Mini Kit (^7^r>&) <^ffl^T7°^X 
5 KDNA*»«Lfc. ^W&n&fe<Dtztb<DKmt, BigDye Terminator Cycle 
Sequence Ready Reaction Kit (/\°— ^>XJ]/T— ft) £flilrvrfr&o&. I&tE 

^^7X5 FT**fl§«DH5a (TOYOBOtt) ^K&mLTEscherichia col i 
DH5a/pAKK0-rabbit prepro-NPW£#fc„ 



(SIADH) , iSJkEE^^(DTO-M^iJ^£©X^U-X>^(Ct>WffiT?*-5o 

s&sis&a . mi- y u # Ajfiu&t, (siadh) , 
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m * © $g m 

^ y S?ffi^J^Wr§Ji? U F ! bb< «^©7 5h'feb< l^OIXf^ 

3. E#l#^: lT£$tt£75/&E^j"£l3-fctX«^«Wfcl^--©7 
10 5 7KE*J&^WT*#U^:/^Ft>lXtofrt©75 FfeKtt-eoiXfJP 

* & ©*t ©«« * be#t * ©& ^ w l t & § mmm . 

^ j »e#i u f & l < «^-©7 shk i^cixt^ 

15 flMftJo 

5. E#l#-^: lT^$ft575 7&E^£E-*>b<tt^5t«K:|^— ©7 
5 /KEai&'&Wr 5# U ^7^ F t> L < «^©7 5 F t> b < iif©lXf;V 

* tc it^r (DM. £ m V i * H £ * ftft £ T S ttf <J K5"J * 'J © 7 7 U - - > 

20 6 . @B2W# : 73, E#l#*f : 75, ffi^JH^t : 7 7 £ tegB?>J#-^ : 7 
SPPJSJW * ttf ijg&j ©X 7 U - - > 

7. E?Wt : 7 3, iB?J#-*§ : 75, SH^J#^ : 7 7 £fcteIE?>J 

5. J m&\ £^TT -5 * U * 73" F *> L < «^© 7 5 F *> L < tt^OIXf^ 
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>^^y ho 

9 . BB#I## : 73, @S^J#^ : 75, @B^J#^ : 7 7 ^fc«IB^J#-^ : 7 
9 TS £ tl3 7 5 7 WRM £ H— & L < teHII tfj £ Ir)-© 7 5 7 &I2?>J £-^Pi 

10. ffi^J#-^ : 7 3 , K?<J#^ : 75, @E?iJ#^ : 7 7 £fc«@B 
10 «8fB«©**l)-x>^/B + y K 

15 12. I5?>J#-5§- : ITS 3*1*7 $ y»E?!ltra-t>b <«£RWK:H--© 

7 s j mmm u h t> u < «^-©7 5 k *> t < «-e©x7. x 

13. (i) IB^iJ#^ : lT^$n§75/KiB5>JtPI-t)L<tt^Hfi9t|g 
20 -©7^yiEiB^J^W^-^^U^y^hfcL<«^©75 KfcL<tt*©x 

7.x;i/S/c«^-©±^{cM-r§in:#, (ii) mmm^-. 73, ib^j#-^: 
7 5, m&m^ 7 7^tz\tmnm^ : 7 9T^£ti57$/i$E?ij<>:iw!-*> 

U< tt^HWfcig— ©75 /KSJd^Wf *SSR i bU< a-twiBM:/? 1 

25 14. (\) mmm^: ixm^n^75.ymmmtm-hv<itmmm\zm 
-©75 j mm&i&tt-t u h t> l < &^©7 5 k t> l < ttJE-©x 

Xx^fcfci^©^^- h-rSDNA©4fi»E90k:*B*|fi5t>b< fcMlKWfc 
ffilfiW3&:JfiaiBB^J*fc «■€•©-«, (ii) @B^J#^ : 7 3, @B^J#^ : 

7 5, gE?»J#-*§ : 7 7 £fcteIB?>J#-*t : 7 9 TS£*l575 / 8*1359 £1^— 
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5 is. &mm* m&m* k^hj^ajhue, ftWtt7;p*n—>^> 

m^m 3 , 1 3 sutmkxm 1 4 f3m©fijra 0 
10 17. nt?ijb«i&fc:**LT, (i) : i*v&zn2>7s.;wtmmtm— 

5 K t> L < ^©XXx^fcli-?-©^ (ii) Ktfy^y^K'&Kra-fc© 
tt. Sfctt (iii) K# »J Hfeb<tt*CD75h , t>l< ttf Ol^fJVS 

15 3- Hf*# u * # i/^-^ h s^rt* u 2 * k ©w$«£&-$-f 3 

18. BifL»^{C^UT> (i) SE?>J#^ : n?*3*is75 yKBjaitR- 
fc l < \$mnmzm-<D7 5 j MEw«^rr*# u h *> u < «-e©7 

20 75 Ht>u<«^©x7>x;i/^fc^©^©stt^ffiii-r-5^ti^fc« j e© 

i£, (iii) K^U^^5 L K ! bL<«^©75 Ffcb<«*©x*7\n'& 

n-HT§3j?U^^l/^H©W^l«*S#-rse:tSr!KF^t'rs#^, S 

Cushing^H©^^ • 
25 19. Ht?L»4&K:>t*UT, (i) SB?"J#-^ : 1 T^£n&75 /i?IS?>J£p]- 

b < fomnmizm-'oy 5 / kk^js$*t*# u h t> l < «*©7 

(ii) ±fBtfl)^:^K : kb<W:^-©75 Ht>b< ^©X^^PSfctt*© 
K:*fT 3ia#, (iii) IH^J## : 7 3, S3^>J#^ : 7 5, BB^J#^ : 7 7 * 
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5 S@B^J^fc«'e©-g|5^W-r^7>^-fe>7 > ^U^^I/^^h\ (v) 
±fegSgt>b< ^©Sfcfr^-/^ K£fc&^©i&£n- Kt5DNA©IS 

10 2 0. HtH»*t^LT, (i) @B?<J#-*t : 1 T^$n§75 ^ BfeSB^Jtl^- 

(ii) ±IB^U^y^H : bb<tt^(D75 Ffcb<fcfre©x*^;i^fc«-£© 
Jfifc^-r<5K#» (iii) SB?"J#*t : 7 3, : 7 5, SS^J#-^ : 7 7 * 

15 fc«E#l#-Jf : 7 9tfSSn575y»IB5iJtlRl-%>U<tt^»Wfcra-©7 

5 yKEaiS^TTSMK *> b< te^©£l$5M7°?- H*fctt-€-©ifik:M-rs 

(iv) ±WJ^7'^F*>L<« J e©75 FfclX«-£©xX"r;i/f;fc 
SE^J^^:«^-©-^^Wr^7>^-tr>X^'J^^l/^h\ (v) 

2 1. (i) E9>J#*f: lT^£n575y&E^J£l^— *>b<«3l»«K: 
25 -©75/mE^J£^Wt-£#U^7°3 1 Ft>L<&^-©75 Ht>L<tt-t©x 
*5\>H; &«■£©£* (ii) m^m^ : 7 3, 8B2Wf : 7 5, @3^J# 

^: 7 7 £;fcttE3Wt : 7 9T^£ft57S SWtmntm— hh< te^Stft 

n [ei-© 7 ^ y ^sb^ij s^rr e k %> l < tt-t ©su^^ H * © 
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22. (o mmm^: i T«ns7s/ mmmtm-hLKitmrnrnzm 

-©7 5 J WBM*&&t*'& U H b < te^©7 5 h* t> b < te^-©X 
^fJ^fettfCjl, (ii) SB?iJ#^ : 7 3, @5^J#^ : 75, @2^iJ# 

^: 7 7 ££&@S?iJ#^ : 7 9"«£n37$ y^E^'Ji|W|- ! bb< 
5 C|W]-©7$ /»J^ft§ieife b< \Vt0M^^ FSfcti-t© 

23. (i) m^m^: ivm-2tiz>7$;mmmtm-hi,<tennmzm 
-©7 s y wlwm*^-tz>-$ u h *> b < »«-©7 a h %> b < «-e©x 

10 Xf^i&H:f©!fi, (ii) E^J#^ : 73, IB^J#^ : 7 5, E^J# 

7 7 $fcl*fi$l#J» : 7 9T*^£ft375 /lffi^J£l^— fcb< teSISfftJ 

2 4. (i) S3*Wt: 1 T?£$n*7$/KE^J£H-*>b< ra^RWfcB 
15 — ©75/RE^J£^WT£2j?y^:7^FfcL<tt-€-©75 Ft>b<te^0X 

* 

XfJ^fcUf©!, Sfcft (ii) gE?"J#-5f : 7 3, S2#l#^ : 7 5, @B?>J# 
7 7 £fc«E?!l#*t : 7 9T*S£n£75 /$ffi^J£|ig-&b<«SlKl$ 
fc RJ - O 7 5 / »S^J 5 S S H t> b < ^ H * fc © 

20 Je£#©^I» • 

2 5 . &m&. Mi- h u v&ikm* ftf»tt7;p* o— >x> fg^j u 

^Ajfc3g*fcttCushinj^«»0^|»-^«^JSr«jfi-rSfcJe)0> (i) E^J# 

tltil'J H t> b < «^07 5 H t> b < «^0XXx;l/^fc«^©^, 
25 (ii) 1) F b <«■€••© 7 S Kfeb<tt*©x;*7\M/$fc«-€-0S[ 

0»tt*{Bt'r*ft;'&«Sfctt-€-©lt[, (iii) &5j?U Ft>L<« 

f©75 Hfeb<«^©x7.^;P^n-HT^*U^^I/^h*0^fflo 

* 
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H fc b < «^©7 5 H t> L < fct<DJLZ7-)l£tcte^(DmzttTZirifc. 
(iii) E*J## : 7 3. E^Jtf : 75, @3^J#"t : 7 7 £ teffi?>J#-!f : 7 
9 £ n 5 7 5 y £ 1^ — fc L < W ^ - © 7 5 y miB^J £<a W 
t'^geKt)t<«^©^^y5 1 H^fctt^©^^1-'2)Ja#, (iv) ±fe 
U<:/3 1 K£b<«^©75 Kt>L<^©x;wi/£fcte^©i££3-K 

t^DNA ©msss^j mm w *> u < tt^sw KffittWfcifiggaai ^ & © 



10 tt-tOffi^^K^fctt-t-Oifi&n- KT£DNA©1fiSBB?»JK: 



2 7. @B^iJ#^ : 8 lg-fc 



^ : 8 3-e*£n-g>75/m@e?y£is)- 



• t>t< ©7$ /KE?!i*^wr*aeH*fe«-?-©tft. 

15 2 8. SaaWf : 8 1 &ttm&m& : 8 3T3l£ftS75 yKB3»5fc 
*SaHSfc«-€-©Jfi. 

2 9 . mim2 7|3«©^SK©^^y^ K *&«•£■©&. 

3 0. if ^2 7|3m©SeM^fe« j e©^^7 ? 5 1 H^3-K-r^^U^ 

20 3 1. DNATa5§»^3 0|3«©^U^^l/^Ho 

3 2 . BB#I## : 8 2 £ £ te@2?!l#-5§- : 8 4 T?3t$n<5iS£62?!IJ&> 

25 35. »^3 4%&m<DMn$mfc%mmL. mm2 7ia«©seR*fc 

tt^©«^^H*4l«-#8(*UJ&*ttS«F«t-r -5111*9! 2 7 IB*© 
M&St^fcfc*^©^^:/?- H*fctt-€-©ifi©«afij*. 

3 6. »*]S2 7B2«©^eM^fc«^©^^7'5 i H^fe«^-©^t^-r 
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3 7. tt#E3 6ffi«©ft#*-&WUTfcS&Wri 



3 8. mim.z ommo^)y>2v*^Y\zte®w&tc\$m%mzn®w£ 

■ 



3 9. DNATfe-?)»^JS3 8fe«fe©7>^-fe>7.7j?iJ^^l/^K. 

4 2. gB5>JS#: 8 5TS$n^75y^E^JiPl- : bb<MK^^(5l- 
10 ©7 5 ;lPJmt^l U ^7°^- H h L < «^e©7 5 H *> L < lifOlX 

4 3. I2?iJ#^t: 8 5T^$n^.75 7^ffi^J^6^^)^U^y^H ! foL< 

4 4 . mm 4 2 tEm®^ u kcdw^^ f *&«■?■©£. 

15 4 5. fjfc&g 4 2 fE«©# U F *fctt-t©*5J"<^ F & 3- F"f 3 

# u 7 * i/^-^ f ft^rr u 7 7 f. 

4 6. DNA-C&SSS*3fi4 5teifc©#U77 w-^F. 

4 7. E?iJ#f : 8 6T?g£ft5&g@B^e>&5^U7 7l';f^Fo 

4 8. f»5fcJS4 5|H«©#U^^W^H*^1-5JiSyftA^^-. 

20 49. m&m4 8tm<Dm&^??-T°mnfc&t!ntcMn&mfco 



5 0. fS*]R4 9fB«©^: 



F^fcte^©^^:/^ F£« 



#£Jg*U 2fBlft©#D^:/3 : • 



i^L&£;I££!&ifc<^:-f Ss»j£JS4 2 



ism©^ u ^7^ KSfctt-toaR^^^ f *&fctt©ft©»js&. 

5 1 . m$tm 4 2 fBifc©^ U ^7^ F t> b < tt-t ©7 5 F t> L < &^-©X7 

5 2 . Hf3&E 5 1 iBffc©S#£^rLTfcS&8r2& 

5 3. 5Ba*©#U^^l^^Kfcffi*IW*fctt*JtWfcffi*l»fe 
*@B3*J£fc«^©-^£Wt~57>^il>7^U7 71/^F. 



5 4. DNA-Cfe5»t«5 3fB«fe©7>5 1 -fe>7^U7 7k^^H 
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5 5. m^m4 2|2ic©^U^y5 L K ! bL<^©75 Kt)L<te^-©XX 

£ tc «^ (om &m v z t t -r s m mm £ tz mmn <d x z g - 
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SEQUENCE LISTING 



<110> Takeda Chemical Industries, Ltd. 



<120> Antidiuretic drugs 



<130> 31 17WO0P 



<150> JP2002-322715 
<15I> 2002-11-06 



<160> 120 



<210> 1 
<211> 23 
<212> PRT 

» 

<213> Human 



<400> 1 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 

t 

1 5 10 15 

Ala Gly Leu Leu Met Gly Leu 

20 



<210> 2 
<211> 30 
<212> PRT 
<213> Human 



<400> 2 
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Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



'1 



5 



10 



15 



Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu Trp 



20 



25 



30 



<210> 3 
<211> 69 
<212> DNA 
<213> Human 

<400> 3 

* 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctg 69 

* • 

<210> 4 
<211> 90 

■ 

<212> DNA 
<213> Human 

<400> 4 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgctcacc ctatctgtgg 90 

t 

<210> 5 
<211> 375 
<212> DNA 
<213> Human 

<400> 5 
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aactccactg cgcgcccaaa cccagccgag ccggttcgtg gcccgccccg ccgggcggcc 60 

gtcgacgcga gcgccctggc gtggcgccca ggggagcggg gggctcccgc gagccggccg 120 

cggctggcac tgctgctgct tctgctcctg ctgccgctgc cctccggcgc gtggtacaag 180 

cacgtggcga gtccccgcta ccacacggtg ggccgcgccg ctggcctgct catggggctg 240 

cgtcgctcac cctatctgtg gcgccgcgcg ctgcgcgcgg ccgccgggcc cctggccagg 300 

gacaccctct cccccgaacc cgcagcccgc gaggctcctc tcctgctgcc ctcgtgggtt 360 

■ 

caggagctgt gggag 375 



<210> 6 
<211> 125 
<212> PRT 
<213> Human 



<400> 6 

- ■ 

Asn Ser Thr Ala Arg Pro Asn Pro Ala Glu Pro Val Arg Gly Pro Pro 

ft 

15 10 15 

Arg Arg Ala Ala Val Asp Ala Ser Ala Leu Ala Trp Arg Pro Gly Glu 

20 25 30 , 

Arg Gly Ala Pro Ala Ser Arg Pro Arg Leu Ala Leu Leu Leu Leu Leu 

35 40 45 

Leu Leu Leu ?ro Leu Pro Ser Gly Ala Trp Tyr Lys His Val Ala Ser 

» 

50 55 60 

Pro Arg Tyr His Thr Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu 



65 



70 



75 



80 



Arg Arg Ser Pro Tyr Leu Trp Arg Arg Ala Leu Arg Ala Ala Ala Gly 



85 



90 



95 



Pro Leu Ala Arg Asp Thr Leu Ser Pro Glu Pro Ala Ala Arg Glu Ala 



100 



105 



110 



Pro Leu Leu Leu Pro Ser Trp Val Gin Glu Leu Trp Glu 
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115 



120 



125 



<210> 7 
<211> 29 
<212> PRT 
<213> Human 

<400> 7 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu 

20 25 

<210> 8 
<211> 28 
<212> PRT 
<213> Human 



<400> 8 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

» 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr 

20 25 

<210> 9 
<-211> 27 
<212> PRT 
<213> Human 
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<400> 9 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro 

20 25 

<210> 10 
<211> 26 

* 

* 

<212> PRT 
<213> Human 



<400> 10 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

■ • 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser 

20 25 

* 

> 

<210> 11 
<211> 25 
<212> PRT 
<213> Human 

<400> 11 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly. Leu Leu Met Gly Leu Arg Arg 

20 25 
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<210> 12 
<211> 24 
<212> PRT 
<213> Human 



<400> 12 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



1 



5 



10 



15 



Ala Gly Leu Leu Met Gly Leu Arg 

20 



<210> 13 
<2H> 87 
<212> DNA 
<213> Human 



<400> 13 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gc.cgcgccgc tggcctgctc 60 



atggggctgc gtcgctcacc ctatctg 



87 



<210> 14 
<211> 84 
<212> DNA 
<213> Human 



<400> 14 

tggtacaagc acgtggcgag. tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 



atggggctgc gtcgctcacc ctat 



84 
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<210> 15 
<211> 81 
<212> DNA 
<213> Human 



<400> 15 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgctcacc c 81 

<210> 16 
<211> 78 
<212> DNA 
<213> Human 

<400> 16 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgctca ' 78 

<210> 17 
<211> 75 
<212> DNA 
<213> Human 

<400> 17 

■ 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgc 75 

■ 

<210> 18 
<211> 72 



WO 2004/041301 
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<212> DNA 
<213> Human 



<400> 18 

* 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gt 72 



<210> 19 
<211> 719 
<212> DNA 
<213> Human 



<400> 19 

ggcggggcca ccgagcggtt atagctgggc ctgcagggga cccacggctc gcctccagcc 60 

■ 

tcctgcgctc cggtacctgg gcgtcccaac tccactgcgc gcccaaaccc agccgagccg 120 

gttcgtggcc cgccccgccg ggcggccgtc gacgcgagcg ccctggcgtg gcgcccaggg 180 

gagcgggggg ctcccgcgag ccggccgcgg ctggcactgc tgctgcttct gctcctgctg 240 

■ 

ccgctgccct ccggcgcgtg gtacaagcac gtggcgagtc cccgctacca cacggtgggc .300 

cgcgccgctg gcctgctcat ggggctgcgt cgctcaccct atctgtggcg ccgcgcgctg 360 

cgcgcggccg ccgggcccct ggccagggac accctctccc ccgaacccgc agcccgcgag 420 

gctcctctcc tgctgccctc gtgggttcag gagctgtggg agacgcgacg caggagctcc 480 

caggcaggga tccccgtccg tgcgccccgg agcccgcgcg ccccagagcc tgcgctggaa 540 

ccggagtccc tggacttcag cggagctggc cagagacttc ggagagacgt ctcccgccca 600 

gcggtggacc ccgcagcaaa ccgccttggc ctgccctgcc tggcccccgg accgttctga 660 

cagcgtcccc cgcccgcccg tggcgcctcc gcgcctgacc caggaggagt ggccgcgcg 719 



<210> 20 
<211> 165 
<212> PRT 




WO 2004/041301 
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<213> Human 



<400> 20 

Leu Ala Trp Arg Pro Gly Glu Arg Gly Ala Pro Ala Ser Arg Pro Arg 



1 



5 



10 



15 



Leu Ala Leu Leu Leu Leu Leu Leu Leu Leu Pro Leu Pro Ser Gly Ala 

20 25 .30 

k 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 

35 40 45 

Ala Gly. Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu Trp Arg Arg 
50 55 60 

t 

Ala Leu Arg Ala Ala Ala Gly Pro Leu Ala Arg Asp Thr Leu Ser Pro 
65 70 75 80 

Glu Pro Ala Ala Arg Glu Ala Pro Leu Leu Leu Pro Ser Trp Val Gin 



85 



90 



95 



Glu Leu Trp Glu Thr Arg Arg. Arg Ser Ser Gin Ala Gly lie Pro Val 

100 105 110 

Arg Ala Pro Arg Ser Pro Arg Ala Pro Glu Pro Ala Leu Glu Pro Glu 



115 



120 



125 



* * 



Ser Leu Asp Phe Ser Gly Ala Gly Gin Arg Leu Arg Arg Asp Val Ser 



130 



135 



140 



Arg Pro Ala Val Asp Pro Ala. Ala Asn Arg Leu Gly Leu Pro Cys Leu 
145 150 155 160 

Ala Pro Gly Pro Phe 

165 



<210> 21 
<211> 17 
<212> PRT 



WO 2004/041301 
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<213> Porcine 



<400> 21 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



1 

Ala 



5 



10 



15 



<210> 22 
<211> 565 
<212> DNA 
<213> Porcine 



<400> 22 

cctccggagc cagttcctgg tccgccccgc cgggagccgt cagcatgaac ccccgggcac 60 

gcggcatggg agcgcggggc ccgggaccgg gggccactgc gaggcgccgg ctgctggcat 120 

tgctgttact gctgctgctg ctgccgctgc. ccgcccgtgc ctggtacaag cacacggcga 180 

gtccccgcta ccacacggtg ggccgcgccg cgggcctgct catggggctg cgccgctcgc 240 

cctacatgtg gcgccgcgcg ctgcgcccgg cggccgggcc cctggcctgg gacactttcg 300 

gccaggacgt gccccctcgg ggaccctccg ccaggaacgc cctctctccg gggcccgccc 360 

ctcgcgacgc tccgctgctt ccccccgggg ttcagacact gtggcaggtg cgacgcggaa 420 

gcttccgctc cgggatcccg gtcagtgcgc cccgcagccc gcgcgcccgg gggtccgagc 480 

cgcaaccgga attgggcgcc tcttcctgga cctcggcgga gtagaccaga gccttcggag 540 



agtcttcagc tcagcggtgg tctgc 



565 



<210> 23 
<211> 159 
<212> PRT 
<213> Porcine 



WO 2004/041301 
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<400> 23 . 

Met Asn Pro Arg Ala Arg Gly Met Gly Ala Arg Gly Pro Gly Pro Gly 
1 5 10 15 

Ala Thr Ala Arg Arg Arg Leu Leu Ala Leu Leu Leu Leu Leu Leu Leu 



20 



25 



30 



Leu Pro Leu. Pro Ala Arg Ala Trp Tyr Lys His Thr Ala Ser Pro Arg 



35 



40 



45 



Tyr His Thr Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu Arg Arg 

50 55 60 

Ser Pro Tyr Met Trp Arg Arg Ala Leu Arg Pro Ala Ala Gly Pro Leu 



65 



70 



75 



80 



Ala Trp Asp Thr Phe Gly Gin Asp Val Pro Pro Arg Gly Pro Ser Ala 



85 



90 



95 



Arg Asn Ala Leu Ser Pro Gly Pro Ala Pro Arg Asp Ala Pro Leu Leu 

100 105 110 

■ 

Pro Pro Gly Val Gin Thr Leu Trp Gin Val Arg Arg Gly Ser Phe Arg 



115 



120 



125 



Ser Gly He Pro Val Ser Ala Pro Arg Ser Pro Arg Ala Afg Gly Ser 



130 



135 



140 



Glu Pro Gin Pro Glu Leu Gly Ala Ser Ser Trp Thr Ser Ala Glu 



145 



150 



155 



<210> 24 . 
<211> 23 
<212> PRT 
<213> Porcine 



<400> 24 



Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
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1 



5 



10 



15 



Ala Gly Leu Leu Mel Gly Leu 



20 



<210> 25 
<211> 30 
<212> PRT 
<213> Porcine 



<400> 25 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

i 

t 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr. Met Trp 

20 25 30 

■ 

<210> 26 
<211> 69 
<212> DNA 
<213> Porcine 

<400> 26 

tggtacaagc acacggcgag tccccgctac cacacggtgg gccgcgccgc gggcctgctc 60 

■ 

atggggctg 69 



<210> 27 
<211> 90 
<212> DNA 
<213> Porcine 



WO 2004/041301 
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<400> 27 

tgglacaagc acacggcgag tccccgctac cacacggtgg gccgcgccgc gggcctgctc 60 
atggggctgc gccgctcgcc ctacatgtgg 90 



<210> 28 
<211> 684 
<212> DNA 
<213> Rat 



<400> 28 

tgtagtcgca ccaactgact agtctcttcc atcctccgga gctccgacgt tctcggggac 60 

ataaaccctg ttcttgtcct aacccgccaa ggggccatgg acttgagcgc gctggcgtcg 120 

agcagagaag tacggggccc tgggcccggg gctccggtga accggcccct gctaccgcta 180 

ctgctgcttc tgctcttgct acctctgccc gccagcgcct ggtacaagca cgtggcgagc 240 

cctcgctatc acacagtggg tcgtgcctcc gggctgctca tggggctgcg ccgctcgccc 300 

tacctgtggc gccgtgcctt gggtggggcc gctggaccgc tcgtggggct cccgggacag 360 

■ 

atggcccgca gcgctctcct gcttccttcc cccgggcagg agctgtggga ggtacgaagc 420 

aggagttcac cggcaggact tcccgtgcat gcaacccgga gtctgcggga cctggaggga 480 

gccggccaac ctgagcagtc gctaagcttt cagtcctgga cttcagcaga gcccgctgct 540 

agagccttcg gtgagacgct tcgtgcccag ccatggttcc tgcagcaaat catctttgcc 600 

gatcctgtca ggctcgacga ccgtctcaag aaccgatggc gcccccgtgc ttgacctaag 660 

caggagcaca gcttgtagct ccag 684 



<210> 29 
<211> 185 
<212> PRT 
<213> Rat 



WO 2004/041301 PCT/JP2003/014102 
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<400> 29 

Met Asp Leu Ser Ala Leu Ala Ser Ser Arg Glu Val Arg Gly Pro Gly 
1 5 10 15 

Pro Gly Ala Pro Val Asn Arg Pro Leu Leu Pro Leu Leu Leu Leu Leu 

20 25 30 

Leu Leu Leu Pro Leu Pro Ala Ser Ala Trp Tyr Lys His Val Ala Ser 

35 40 45 

Pro Arg Tyr His Thr Val Gly Arg Ala Ser Gly Leu Leu Met Gly Leu 

50 55 60 

Arg Arg Ser Pro Tyr Leu Trp Arg Arg Ala Leu Gly Gly Ala Ala Gly 
65 70 75 .80 

* 

Pro Leii Val Gly Leu Pro Gly Gin Met Ala Arg Ser Ala Leu Leu Leu 

.85 90 95 

Pro Ser Pro Gly Gin Glu Leu Trp Glu Val Arg Ser Arg Ser Ser Pro 

100 105 110 

Ala Gly Leu Pro Val His Ala Thr Arg Ser Leu Arg Asp Leu Glu Gly 

115 120 125 

Ala Gle Gin Pro Glu Gin Ser Leu Ser Phe Gin Ser Trp Thr Ser Ala 

130 135 140 

Glu Pro Ala Ala Arg Ala Phe Gly Glu Thr Leu Arg Ala Gin Pro Trp 
145 150 155 160 

Phe Leu Gin Gin He He Phe Ala Asp Pro Val Arg Leu Asp Asp Arg 

■ 

165 170 175 

Leu Lys Asn Arg Trp Arg Pro Arg Ala 

180 185 



<210> 30 
<211> 23 
.<212> PRT 
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<213> Rat 



<400> 30 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



1 



5 



10 



15 



Ser Gly Leu Leu Met Gly Leu 



20 



<210> 31 
<211> 30 
<212> PRT 
<213> Rat 



<400> 31 

i 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ser Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu Trp 



20 



25 



30 



<210> 32 
<211> 69 
<212> DNA 
<213> Rat 



<400> 32 

tggtacaagc acgtggcgag ccctcgctat cacacagtgg gtcgtgcctc cgggctgctc 60 
atggggctg 69 



<210> 33 
<211> 90 



\V0 2004/041301 



3 



• • • 
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<212> DNA 
<213> Rat 



<400> 33 

tggtacaagc acgtggcgag ccctcgctat cacacagtgg gtcgtgcctc cgggctgctc 60 
atggggctgc gccgctcgcc ctacctgtgg 90 



<210> 34 
<211> 659 
<212> DNA 
<213> Mouse 



<400> 34 

tgactggtct ccatcctctg gagctccgac 
cttgtcctaa ccctccaagg ggcaattgac 
cggggccctg ggcccgggac tcccaggaac 
ctcttgctac cgctgcccgc cagcgcctgg 
acagtgggtc gtgcctccgg gctgctcatg 
cgtgccctgg gcggggctgc tggacccctc 
gctctcctgc ttccttcctc agggcaggag 
gcagggcttc ccgtccatgc accctggagt 
gagcagtcgc .taagccttca ctcctggatc 
gagacgcttc gtgcccagcc atggttcctg 
cccaagaacc gatggcgccc ccatgcttga 

<210> 35 
<211> 176 
<212> PRT 



gtgctcgttc tcggagacat aaacccagtt 60 

gtgagcgcgc tggcgtctaa cagagaagta 120 

cggcccctgc tgcccctgct gctgcttctg 180 

tataagcacg tggcgagtcc ccgctatcac. 240 

gggctgcgcc gctcgcccta ccagtggcgc 300 

* 

tcccggctcc caggaccggt cgcccgcggc 360 

ctgtgggagg tacgaagcag gagctcacct 420 

ccgcgggacc tggagggagt ccgccaaccg 480 

tcagaggagc ccgctgctag agccttcgga 540 

cagcaagtca tctttgccga tcctgtcagg 600 

cctaggcagg agcacagctt gaagctcca 659 
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<213> Mouse 



<400> '35 

Leu Ala Ser Asn Arg Glu Val Arg Gly Pro Gly Pro Gly Tor Pro Arg 



1 



5 



10 



15 



Asn Arg Pro Leu Leu Pro Leu Leu Leu Leu Leu Leu Leu Leu Pro Leu 

20 25 30 

Pro Ala Ser Ala Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr 



35 



40 



45 



Val Gly Arg Ala Ser Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr 

i 

50 55 60 

Gin Trp Arg Arg Ala Leu Gly Gly Ala. Ala Gly Pro Leu Ser Arg Leu 
65 70 75 80 

Pro Gly Pro Va.l Ala Arg Gly Ala Leu Leu Leu Pro Ser Ser Gly Gin 

85 90 95 

Glu Leu Trp Glu Val Arg Ser Arg Ser Ser Pro Ala Gly Leu Pro Val 

100 105 110 

k 

His Ala Pro Trp Ser Pro Arg Asp Leu Glu Gly Val Arg Gin Pro Glu 



115 



120 



125 



Gin Ser Leu Ser Leu His Ser Trp He Ser Glu Glu Pro Ala Ala Arg 

* 

130 135 140 

Ala Phe Gly Glu Thr Leu Arg Ala Gin Pro Trp Phe Leu Gin Gin Val 



145 



150 



155 



160 



He Phe Ala Asp Pro Val Arg Pro Lys Asn Arg Trp Arg Pro His Ala 



165 



170 



175 



<210> 36 

» 

<211> 23 
<212> PRT 
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<213> Mouse 



<400> 36 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



1 



5 



10 



15 



Ser Gly Leu Leu Met Gly Leu 



20 



<210> 37 
<211> 30 
<212> PRT 
<213> Mouse 



<400> 37 

r 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



1 



5 



10 



15 



Ser Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Gin Trp 



20 



25 



30 



<210> 38 
<211> 69 
<212> DNA 
<213> Mouse 



<400> 38 

tggtataagc acgtggcgag tccccgctat cacacagtgg gtcgtgcctc cgggctgctc 60 



atggggctg 



69 



<210> 39 



WO 2004/041301 
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<211> 90 
<212> DNA 
<213> Mouse 



<400> 39 

tggtataagc acgt.ggcgag. tccccgctat cacacagtgg gtcgtgcctc cgggctgctc 60 



atggggctgc gccgctcgcc ctaccagtgg 



90 



<210> 40 
<211> 23 
<212> PRT 

<213> Artificial Sequence 



<220> Xaa on the 21st position means Met(O) 
<223> 



<400> 40 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 

* 

1 5 10 15 

■ 

Ala Gly Leu Leu Xaa Gly Leu 

20 



<210> 41 
<211> 22 
<212> PRT 
<213> Human 



<400> 41 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
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15 10 15 

Ala Gly Leu Leu Met Gly 

20 



<210> 42 
<211> 21 
<212> PRT 
<213> Human 

<400> 42 

■ ■ ■ 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala. 
15 10 15 

Ala Gly Leu Leu Met 

20 

4 

<210> 43 
<211> 20 
<212> PRT 
<213> Human 

■ 

<400> 43 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ala Gly Leu Leu 

20 

<210> 44 
<211> 19 
<212> PRT 



WO 2004/041301 
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<213> Human 



<400> 44 

Trp Tyr Lys His Val Ala Ser, Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ala Gly Leu 

<210> 45 
<211> 18 
<212> PRT 
<213> Human 

<400> 45 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 .10 15 

* 

Ala Gly 

t 

<210> 46 
<211> 17 
<212> PRT 
<213> Human 

<400> 46 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ala 

* 

<210> 47 

■ 

<211> 16 
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<212> PRT 
<213> Huian 

<400> 47 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

<210> 48 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 21st position means Met(O) 
<223> 

* 

* 

* 

<400> 48 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala . 
1 5 10 15 

Ala Gly Leu Leu Xaa Gly Leu 

20 

* 

<210> 49 
<211> 23 
<212> PRT 

« 

<213> Artificial Sequence 

a 

<220> Xaa on the 21st position means Met(O) 
<223> 



WO 2004/041301 PCT/JP2003/014102 
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<400> 49 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Vai Gly Arg Ala 
1 5 10 15 

Ser Gly Leu Leu Xaa Gly Leu 

20 

<210> 50 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means Finoc Trp 
<223> 

<400> 50 

Xaa Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ala Gly Leu Leu Met Gly Leu 

20 

<210> 51 
<211> 23 
<212> PRT 

» 

<213> Artificial Sequence 

■ 

<220> Xaa on the 1st position means Ac Trp 
<223> 

4 

<400> 51 
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Xaa Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr .Val Gly Arg Ala 



1 



Ala Gly Leu Leu Met Gly Leu 



20 



10 



15 



<210> 52 
<2U> 22 
<212> PRT 
<213> Human 



<400> 52 

Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala 



1 



5 



10 



15 . 



Gly Leu Leu Met Gly Leu 

20 



<210> 53 
<211> 20 
<212> PRT 
<213> Human 



<400> 53 

His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala Gly Leu 
1.5 10 15 

Leu Met Gly Leu 

20 



<210> 54 
<211> 15 
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<212> PRT 
<213> Human 



<400> 54 

Arg Tyr His Thr Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu 
I 5 10 15 

<210> 55 
<211> 9 • 
<212> PRT 
<213> Human 



<400> 55 

Arg Ala Ala Gly Leu Leu Met Gly Leu 
1 5 

■ 

<210> 56 
<211> 22 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means Ac Tyr 
<223> 

<400> 56 

Xaa Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala 
15 10 15 

Gly Leu Leu Met Gly Leu 

20 



WO 2004/041301 
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<210> 57 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

* 

<220> Xaa on the 1st position means DTrp 
<223> 



<400> 57 

Xaa Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



Ala Gly Leu Leu Met Gly Leu 

20 

<210> 58 
<211> 22 
<212> PRT 
<213> Human 

* 

<213> Artificial Sequence 



<220> Xaa on the 1st position means 3-Indolepropanoyl Tyr 

<223> 

<400> 58 

Xaa Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala 



10 



15 



10 



15 



Gly Leu Leu Met Gly Leu 



20 



WO 2004/041301 
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<210> 59 
<211> 66 
<212> DNA 
<213> Human 



<400> 59 

9 

tggtacaagc acgtggcgag tccccgctac cacacgglgg gccgcgccgc Iggcctgctc 60 
atgggg 66 



<210> 60 
<211> 63 
<212> DNA 
<213> Human 



<400> 60 

► 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atg • 63 



<210> 61 
<211> 60 
<212> DNA 
<213> Human 



<400> 61 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 



<210> 62 
<211> 57 



1 
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<212> DNA 
<213> Human 



<400> 62 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctg 



57 



<210> 63 
<211> 54 
<212> DNA 
<213> Human 



<400> 63 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggc 



54 



<210> 64 
<211> 51 
<212> DNA 
<213> Human 



<400> 64 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc t 



51 



<210> 65 
<211> 48 
<212> DNA 
<213> Human 



<400> 65 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgcc 



48 
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<210> 66 
<211> 66 
<212> DNA 
<213> Human 



<400> 66 

tacaagcacg tggcgagtcc ccgctaccac acggtgggcc gcgccgctgg cctgctcatg 60 
gggctg 66 



<210> 67 
<211> 60 
<212> DNA 
<213> Human 



<400> 67 

cacgtggcga gtccccgcta ccacacggtg ggccgcgccg ctggcctgct catggggctg 60 



<210> 68 

* 

<211> 45 
<212> DNA 
<213> Human 



<400> 68 

cgctaccaca cggtgggccg cgccgctggc ctgctcatgg ggctg 



45 



<210> 69 
<211> 27 
<212> DNA 
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<213> Human 



<400> 69 

cgcgccgctg gcctgctcat ggggctg 



27 



<210> 70 
<211> 51 
<212> DNA 
<213> Porcine 



<400> 70 

tggtacaagc acacggcgag tccccgctac cacacggtgg gccgcgccgc g 



51 



<210> 71 
<211> 20 
<212> PRT 

<213> Artificial Sequence 



<220> . 



<223> Designed peptide 



<400> 71 

Trp Phe Lys HisVal Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



1 



Ala Gly Leu Leu 

20 



5 



10 



15 



<210> 72 
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<211> 60 

- 

<212> DNA 

<213> Artificial Sequence 



<220> 



<223> 



<400> 72 

tggttcaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 



<210> 73 
<211> 333 
<212> PRT 
<213> Human 



<400> 73 

Met Gin Ala Ala Gly His Pro Glu Pro Leu Asp Ser Arg Gly Ser Phe 



1 



5 



10 



15 ' 



Ser Leu Pro Thr Met Gly Ala Asn Val Ser Gin Asp Asn Gly Thr Gly 



20 



25 



30 



His Asn Ala Thr Phe Ser Glu Pro Leu Pro Phe Leu Tyr Val Leu Leu 



35 



40 



45 



Pro Ala Val Tyr Ser Gly He Cys Ala Val Gly Leu Thr Gly Asn Thr 



50 



55 



60 



Ala Val lie. Leu Val He Leu Arg Ala Pro Lys Met Lys Thr Val Thr 
65 .70 75 80 

Asn Val Phe lie Leu Asn Leu Ala Val Ala Asp Gly Leu Phe Thr Leu 

85 90 95 
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Val Leu Pro Val Asn He Ala Glu His Leu Leu Gin Tyr Trp Pro Phe 

100 105 110 

Gly Glu Leu Leu Cys Lys Leu Val Leu Ala Val Asp His Tyr Asn He 

115 ' 120 125 

Phe Ser Ser He Tyr Phe Leu Ala Val Met Ser Val Asp Arg Tyr Leu 



130 



135 



140 



Val Val Leu Ala Thr Val Arg Ser Arg His Met Pro Trp Arg Thr Tyr 



145 



150 



155 



160 



Arg Gly Ala Lys Val Ala Ser Leu Cys Val Trp Leu Gly Val Thr Val 

165 170 ' 175 

* 

Leu Val Leu Pro Phe Phe Ser Phe Ala Gly Val Tyr Ser Asn Glu Leu 



180 



185 



190 



Gin Val Pro Ser Cys Gly Leu Ser Phe Pro Trp Pro Glu Gin Val Trp 
195 200 205 

> 

Phe Lys Ala Ser Arg Val Tyr Thr Leu Val Leu Gly Phe Val Leu Pro 

210 215 220 

Val Cys Thr He Cys Val Leu Tyr Thr Asp Leu Leu Arg Arg Leu Arg 

225 230 235 240 

Ala Val Arg Leu Arg Ser Gly Ala Lys Ala Leu Gly Lys Ala Arg Arg 



245 



250 



255 



Lys Val Thr Val Leu Val Leu Val Val Leu Ala Val Cys Leu Leu Cys 



260 



265 



270 



Trp Thr Pro Phe His Leu Ala Ser Val Val Ala Leu Thr Thr Asp Leu 

i * 

275 280 285 

Pro Gin Thr Pro Leu Val He Ser Met Ser Tyr Val He Thr Ser Leu 



290 



295 



300 



Ser Tyr Ala Asn Ser Cys Leu Asn Pro Phe Leu Tyr Ala Phe Leu Asp 
305 310 315 320 



Asp Asn. Phe Arg Lys Asn Phe Arg Ser He Leu Arg Cys 
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'325 330 

<210> 74 
<211> 999 
<212> DNA 
<213> Human 

* • • 

<400> 74 

•atgcaggccg ctgggcaccc agagcccctt gacagcaggg gctccttctc cctccccacg 60 

atgggtgcca acgtctctca ggacaatggc actggccaca atgccacctt ctccgagcca 120 

ctgccgttcc tctatgtgct cctgcccgcc gtgtactccg ggatctgtgc tgtggggctg 180 

actggcaaca cggccgtcat ccttgtaatc ctaagggcgc ccaagatgaa gacggtgacc 240 

aacgtgttca tcctgaacct ggccgtcgcc gacgggctct tcacgctggt actgcccgtc 300 

♦ 

aacatcgcgg agcacctgct gcagtactgg cccttcgggg agctgctctg caagctggtg 360 

« 

ctggccgtcg accactacaa catcttctcc agcatctact tcctagccgt gatgagcgtg 420 

gaccgatacc tggtggtgct ggccaccgtg aggtcccgcc acatgccctg gcgcacctac 480 

cggggggcga aggtcgccag cctgtgtgtc tggctgggcg tcacggtcct ggttctgccc 540 

ttcttctctt tcgctggcgt ctacagcaac gagctgcagg tcccaagctg tgggctgagc 60tf 

ttcccgtggc ccgagcgggt ctggttcaag gccagccgtg tctacacttt ggtcctgggc 660 

ttcgtgctgc ccgtgtgcac catctgtgtg ctctacacag acctcctgcg caggctgcgg 720 

- 

gccgtgcggc tccgctctgg agccaaggct ctaggcaagg ccaggcggaa ggtgaccgtc 780 

ctggtcctcg tcgtgctggc cgtgtgcctc ctctgctgga cgcccttcca cctggcctct 840 

» 

gtcgtggccc tgaccacgga cctgccccag accccactgg tcatcagtat gtcctacgtc 900 

atcaccagcc tcacgtacgc caactcgtgc ctgaacccct tcctctacgc ctttctagat 960 

gacaacttcc ggaagaactt ccgcagcata ttgcggtgc 999 

■ 

<210> 75 
<211> 329 
<212> PRT 
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<213> Rat 



<400> 75 

Met His Asn Leu Ser Leu Phe Glu Pro Gly Arg Gly Asn Val Ser Cys 



5 



10 



15 



Gly Gly Pro Phe Leu Gly Cys Pro Asn Glu Ser Asn Pro Ala Pro Leu 



20 



25 



30 



Pro Leu Pro Gin Pro Leu Ala Val Ala Val Pro Val Val Tyr Gly Val 



35 



40 



45 



He Cys Ala Val Gly Leu Ala Gly Asn Ser Ala Val Leu Tyr Val Leu 

50 55 60 

Leu Arg Thr Pro Arg Met Lys Thr Val Thr Asn Val Phe He Leu Asn 

65 70 75 80 

* » 

i 

Leu Ala He Ala Asp Glu Leu Phe Thr Leu Val Leu Pro He Asn He 

85 • 90 95 

Ala Asp Phe Leu Leu Arg Arg Trp Pro Phe Gly Glu Val Met Cys Lys 



100 



105 



110 



Leu He Val Ala Val Asp Gin Tyr Asn Thr Phe Ser Ser Leu Tyr Phe 

115 120 125 

Leu Ala Val Met Ser Ala Asp Arg Tyr Leu Val Val Leu Ala Thr Ala 

130 135 140 

Glu Ser Arg Arg Val Ser Gly Arg Thr Tyr Gly Ala Ala Arg Ala Val 



145 



150 



155 



160 



Ser Leu Ala Val Trp Ala Leu Val Thr Leu Val Val Leu Pro Phe Ala 

165 170 175 

Val Phe Ala Arg Leu Asp Glu Glu Gin Gly Arg Arg Gin Cys Val Leu 



180 



185 



190 



Val Phe Pro Gin Pro Glu Ala Phe Trp Trp Arg Ala Ser Arg Leu Tyr 



195 



200 



205 
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Thr Leu Val Leu Gly Phe Ala He Pro Val Ser Thr lie Cys Ala Leu 



210 



215 



220 



Tyr He Thr Leu Leu Cys Arg Leu Arg Ala He Gin Leu Asp Ser His 



225 



230 



235 



240 



Ala Lys Ala Leu Asp Arg Ala Lys Lys Arg Val Thr Leu Leu Val Val 



245 



250 



255 



Ala He Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His Leu Ser 



260 



265 



270 



Thr He Val Ala Leu Thr Thr Asp Leu Pro Gin Thr Pro Leu Val He 



275 



280 



285 



Gly He Ser Tyr Phe He Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu 



290 



295 



300 



Asn Pro Phe Leu Tyr Ala Phe Leu Asp Asp Ser Phe Arg Arg Ser Leu 



305 



310 



315 



320 



Arg Gin Leu Val Ser Cys Arg Thr Ala 



325 



<210> 76 
<2H> 987 
<212> DNA 
<213> Rat 



<400> 76 

atgcacaact tgtcgctctt cgagcctggc 
ttgggctgtc ctaacgagtc gaacccagcg 
gcagtgcctg tggtctacgg ggtgatctgc 
ctgtacgtac tgctgcgcac gccgcgcatg 
ctggctatcg cggacgagct cttcaccctc 
ctgaggcgct ggcccttcgg ggaagtcatg 



aggggcaatg tgtcttgcgg cggcccattt 60 

cctctgccac tgccgcagcc tctggcggta 120 

gcggtgggac tggcgggcaa ctccgcggtg 180 

aagactgtta ccaacgtgtt cattctcaac 240 

gtgctgccca tcaacatcgc ggacttcctg 300 

tgcaagctca tcgtggctgt cgaccagtac 360 
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aacactttct ctagcctcta cttcctcgcc gtcatgagcg cagaccgcla cctggttgtc 420 

ctggccacag ccgagtcgcg ccgggtgtcc gggcgcactt atggtgcagc gcgggctgtc 480 

agtctggcgg tgtgggcgct ggtgacattg gtcgtgctgc cttttgcggt attcgcccgg 540 

ctggacgaag agcagggtcg gcgtcagtgc gtgctggtct tcccgcagcc tgaggccttc 600 

tggtggcgcg ccagccgtct gtacactcta gtgttgggct tcgccatccc ggtgtccacc 660 

atctgcgccc tctatatcac cctgttgtgc cgactgcgtg ctatccagct agacagccac 720 

gccaaggccc tggaccgtgc caagaagcgc gtgaccttgt tggtggtggc gattctggct 780 

gtgtgcctcc tctgctggac accgtaccac ctgagcacca tagtggcgct caccaccgac 840 

ctcccgcaaa caccgttggt catcggcatc tcttacttca tcaccagtct gagctatgcc 900 

aacagctgcc tcaacccttt cctctatgcc ttcctggacg acagcttccg caggagcctg 960 

cggcagctgg tgtcatgccg cacagcc 987 



<210> 77 
<211> 329 
<212> PRT 
<213> Mouse 



<400> 77 

Met His Asn Leu Thr Leu Phe Glu Ser Gly Gly. Asp Asn Yal Ser Cys 

5 10 15 

Gly Gly Ser Ser Leu Gly Cys Pro Asn Gly Ser Ser Leu Ala Pro Leu 

20 25 30 

Pro Leu Pro Gin Pro Leu Ala Val Ala Val Pro Val Val Tyr Gly Val 

35 40 45 

He Cys Ala Val Gly Leu Ala Gly Asn Ser Ala Val Leu Tyr Val Leu 

■ 

50 ' 55 60 

Leu Arg Thr Pro Arg Met Lys Thr Val Thr Asn Val Phe He Leu Asn 
65 70 75 . 80 

Leu Ala He Ala Asp Glu Leu Phe Thr Leu Val Leu Pro He Asn He 
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85 



90 



95 



Ala Asp Phe Leu Leu Arg Arg Trp Pro Phe Gly Glu Val Met Cys Lys 



100 



105 



110 



Leu He Val Ala Val Asp Gin Tyr Asn Thr Phe Ser Ser Leu Tyr Phe 



115 



120 



125 



Leu Ala Val Met Ser' Ala Asp Arg Tyr Leu Val Val Leu Ala Thr Ala 



130 



135 



140 



Glu Ser Arg Arg Val Ser Gly Arg Thr Tyr Gly. Ala Ala Arg Ala Val 



145 



150 



155 



160 



Ser Leu Ala Val Trp Ala Leu Val Thr Leu Val Val Leu Pro Phe Ala 

* 

165 170 175 

Val Phe Ala Arg Leu Asp Glu Glu Gin Gly Arg Arg Gin Cys Val Leu 

* • 

180 185 190 

Val Phe Pro Gin Pro Gin Ala Phe Trp Trp Arg Ala Ser Arg Leu Tyr 

195 200 205 

Thr Leu Val Leu Gly Phe Ala He Pro Val Thr Thr He Cys Ala Leu 

210 215 220 

Tyr Thr Thr Leu Leu Cys Arg Leu Arg Ala lie Gin Leu Asp Ser His 

■ 

225 230 . 235 240 

■ 

Ala Lys Ala Leu Asp Arg Ala Lys Lys Arg Val Thr Leu Leu Val Ala 

245 250 255 

Ala He Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His Leu Ser 



260 



265 



270 



Thr He Val Ala Leii Thr Thr Asp Leu Pro Gin Thr Pro Leu Val He' 



275 



280 



285 



Gly He Ser Tyr Phe He Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu 



290 



295 



300 



Asn Pro Phe Leu Tyr Ala Phe Leu Asp Asp Ser Phe Arg Arg Ser Leu 
305 ' 310 315 320 
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Arg Gin Leu Val Ser Cys Arg Ser Ala 

325 



<210> 78 
<211> 987 • 
<21 2> DNA 
<213> Mouse 



<400> 78 

* * 

atgcataact taacgctttt cgagtctgga ggggacaacg tgtcttgcgg cggctcatct 60 

ttgggctgtc ccaacgggtc cagcctggct cctctgccgc tgccgcagcc actggcggta 120 

gcagtgcctg tcgtctacgg ggtaatttgc gccgtgggac tggctggcaa ctctgcggtg 180 

ctgtacgtac tgctgcgcac gccgcgcatg aagactgtca ccaacgtgtt catcctcaac 240 

ctggctatcg ccgatgagct cttcaccctc gtgctgccca tcaacatcgc ggacttcctg 300 

ctgaggcgct ggcccttcgg ggaggtcatg tgcaagctca ttgtagccgt cgaccagtac 360 

aacact ttct ctagcctcta cttcctcgcc gtcatgagcg ccgaccgata cctggtggtt 420 

ctggccacag cagagtcgcg ccgggtgtcc gggcgcactt acggtgcagc gcgtgctgtc 480 

agtctggcgg tgtgggcgct ggtgacgctg gtcgtgctgc cctttgcggt attcgctcgg 540 

ctggacgagg agcagggtcg gcgccagtgc gtgctggtct tcccgcagcc cgaggccttc 600 

tggtggcgtg ccagccgtct ctacacacta gtattgggct ttgccatccc ggtgaccacc 660 

atctgtgctc tctataccac tctgctctgc cgactgcgtg ctatccagct agatagccac 720 

gccaaggccc tggatcgtgc caagaagcgc gtgaccttgt tggtggcggc gattctggct 780 

gtgtgcctcc tctgctggac gccttatcac ctgagtacca tagtggccct caccaccgac 840 

ctcccgcaaa cgccgctggt catcggcatc tcttacttca tcaccagcct gagctatgct 900 

aacagctgcc tcaacccttt cctctatgcc ttcctggacg acagcttccg cagaagcctc 960 

cggcaattgg tgtcatgccg ttcagcc 987 



<210> 79 
<211> 328 
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<212> PRT 
<2I3> Human 



<400> 79 

Met Asp Asn Ala Ser Phe Ser Glu Pro Trp Pro Ala Asn Ala Ser Gly 



5 



10 



15 



Pro Asp Pro Ala Leu Ser Cys Ser Asn Ala Ser Thr Leu Ala Pro Leu 

20 25 30 

Pro Ala Pro Leu Ala Val Ala Val Pro Val Val Tyr Ala Val He Cys 
35 40 45 

■ 

Ala Val Gly Leu Ala Gly Asn Ser Ala Val Leu Tyr Val Leu Leu Arg 



50 



55 



60 



Ala Pro Arg Met Lys Thr Val Thr Asn Leu Phe lie Leu Asn Leu Ala , 



65 



70 



75 



80 



He Ala Asp Glu Leu Phe Thr Leu Val Leu Pro He Asn He Ala Asp 

■ 

85 90 95 

* 

Phe Leu Leu Arg Gin Trp Pro Phe Gly Glu Leu Met Cys Lys Leu He 



100 



105 



110 



Val Ala He Asp Gin Tyr Asn Thr Phe Ser Ser Leu Tyr Phe Leu Thr 



115 



120 



125 



Val Met Ser Ala Asp Arg Tyr Leu Val Val Leu Ala Thr Ala Glu Ser 

* 

* 

130 135 140 

Arg Arg Val Ala Gly Arg Thr Tyr Ser Ala Ala Arg Ala Val Ser Leu 



145 



150 



155 



160 



Ala Val Trp Gly He Val Thr Leu Val Val Leu Pro Phe Ala Val Phe 

i 

165 ' 170 175 

Ala Arg Leu Asp Asp Glu Gin Gly Arg Arg Gin Cys Val Leu Val Phe 



180 



185 



190 



Pro Gin Pro Glu Ala Phe Trp Trp Arg Ala Ser Arg Leu Tyr Thr Leu 
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195 200 • 205 

Val Leu Gly Phe Ala He Pro Val Ser Thr lie Cys Val Leu Tyr Thr 

210 215 220 

Thr Leu Leu Cys Arg Leu His Ala Met Arg Leu Asp Ser His Ala Lys 

• • 

225 230 235 240 

Ala Leu Glu Arg Ala Lys Lys Arg Val Thr Phe Leu Val Val Ala He 

245 250 255 

Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His Leu Ser Thr Val 

260 265 . 270 

Val Ala Leu Thr Thr Asp Leu Pro Gin Thr Pro Leu Val He Ala He 

275 280 285 

Ser Tyr Phe lie Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu Asn Pro 

290 295 300 

Phe Leu Tyr Ala Phe Leu Asp Ala Ser Phe Arg Arg Asn Leu Arg Gin 
305 310 315 . 320 

Leu He Thr Cys Arg Ala Ala Ala 

325 

<210> 80 
<211> 984 
<212> DNA 
<213> Human 

<400> 80 

atggacaacg cctcgttctc ggagccctgg cccgccaacg catcgggccc ggacccggcg 60 

ctgagctgct ccaacgcgtc gactctggcg ccgctgccgg cgccgctggc ggtggctgta 120 

ccagttgtct acgcggtgat ctgcgccgtg ggtctggcgg gcaactccgc cgtgctgtac 180 

gtgttgctgc gggcgccccg catgaagacc gtcaccaacc tgttcatcct caacctggcc 240 

* 

atcgccgacg agctcttcac gctggtgctg cccatcaaca tcgccgactt cctgctgcgg 300 
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• • • • 
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cagtggccct tcggggagct catgtgcaag ctcatcgtgg ctatcgacca gtacaacacc 360 

ttctccagcc tctacttcct caccgtcatg agcgccgacc gctacctggt ggtgttggcc 420 

actgcggagt cgcgccgggt ggccggccgc acctacagcg ccgcgcgcgc ggtgagcctg 480 

gccgtgtggg ggatcgtcac actcgtcgtg ctgcccttcg cagtcttcgc ccggctagac 540 

gacgagcagg gccggcgcca gtgcgtgcta gtctttccgc agcccgaggc cttctggtgg 600 

cgcgcgagcc gcctctacac gctcgtgctg ggcttcgcca tccccgtgtc caccatctgt 660 

gtcctctata ccaccctgct gtgccggctg catgccatgc ggctggacag ccacgccaag 720 

gccctggagc gcgccaagaa gcgggtgacc ttcctggtgg tggcaatcct ggcggtgtgc 780 

ctcctctgct ggacgcccta ccacctgagc accgtggtgg cgctcaccac cgacctcccg 840 

cagacgccgc tggtcatcgc tatctcctac ttcatcacca gcctgagcta cgccaacagc 900 

tgcctcaacc ccttcctcta cgccttcctg gacgccagct tccgcaggaa cctccgccag 960 

ctgataactt gccgcgcggc agcc 984 



<210> 81 
<211> 339 
<212> PRT 

x 

<213> Rabbit 



<400> 81 

Met Gin Ala Thr Gly Thr Pro Glu Ser Leu Asp Arg Lys Gly Pro Ser 

5 10 15 

Phe Pro Pro Thr Val Ser Val Gly Pro Cys Gin Asp Asn Ser Thr Gly 

20 25 30 

Pro Asn Ala Thr Cys Pro Glu Leu Pro Pro Ala Leu Ala Ala Leu Tyr 

■ 

35 40 45 

Val Val Leu Pro Thr Val Tyr Ser Val lie Cys Ala Val Gly Leu Thr 

50 5.5 60 

Gly Asn Thr Ala Val He Tyr Val Val Leu Arg Ala Pro Lys Met Lys 
65 70 75 .80 
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Thr Val Thr Asn Val Phe He Leu Asn Leu Aia Val Ala Asp Gly Leu 

. 85 90 95 ' 

Phe Thr Leu Val. Leu Pro Val Asn He Ala Glu His Leu Leu Gin Arg 

100 105 110 

Trp Pro Phe Gly Asp Leu Leu Cys Lys Leu Val Leu Ala He Asp His' 

115 120 125 

Tyr Asn lie Phe Ser Ser Val Tyr Phe Leu Ala Val Met Ser Val Asp 

130 135 140 

Arg Tyr Leu Val Val Leu Ala Thr Val Gin Ser Arg Arg Ala Pro Arg 
145 150 155 160 

4 

* 

Arg Thr His Arg Gly Ala Lys Leu Thr Ser Leu Cys Val Trp Leu Gly 

165 170 175 

Val Thr Leu Leu Val Leu Pro Phe Phe Ser Phe Ala Gly Val Tyr Ser 

180 185 190 

Asn Glu Leu Gin Val Pro Ser Cys Gly Leu Ser Phe Pro Arg Pro Glu 

s 

.195 200 205 

Arg Ala Trp Phe Lys Ala Ser Arg He Tyr Thr Leu Val Leu Gly Phe 

- » 

210 215 . 220 

Val Val ?ro Val Cys Thr Val Cys Val Leu Tyr Ala Asp Leu Leu Arg 
225 230 235 240 

Arg Leu Arg Ala Val Arg Leu Cys Ser Gly Ala Lys Ala Leu Gly Lys 

245 250 255 

Ala Lys Arg Lys Val Thr Val Leu Val Phe Ala Val Leu Ala Ala Cys 

260 265 270 

Leu Leu Cys Trp Thr Pro Phe His Leu Ala Ser Val Val Ala Leu Thr 

275 280 285 

Thr Asp Met Pro Gin Thr Thr Leu Val He Ser He Ser Tyr Val He 

* 

290 295 300 

Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu Asn Pro Phe Leu Tyr Ala 
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305 310 315 320 

Phe Leu Asp Asp Asn Phe Arg Lys Ser Phe Arg Thr Leu Phe Pro Cys 

325 330 .335 

Gly Ala Ala 

<210> 82 
<211> 1017 
<212> DNA 
<213> Rabbit 

<400> 82 

atgcaggcca caggaacccc ggagtccctg gacaggaagg gcccatcctt cccgcccaca 60 

gtgagtgtcg gcccctgtca ggacaacagc acggggccca acgccacctg ccctgagctg 120 

ccgccagccc tcgcagccct gtacgtggtg ctgcccaccg tgtactctgt gatctgcgcc 180 

gtggggctga ccggcaacac agccgtcatc tacgtggtcc tcagagcacc caagatgaag 240 

* ■ 

acggtgacca atgtgttcat cttgaacctg gctgtggccg acgggctctt cacgctggtg 300 

ctgccggtga acatcgcgga gcacctgctg cagcgctggc ctttcgggga cctgctgtgc 360 

aagctggtac tggccatcga ccactacaac atcttctcca gcgtctactt cctggccgtg 420 

atgagcgtgg accgctacct ggtggtgctg gccacagtgc agtctcgccg cgcaccccgg 480 

cgcacccacc gaggcgccaa gctcaccagc ctgtgcgtct ggctgggtgt gaccctgctg 540 

gtcctgccgt tcttctcctt cgcgggcgtc tacagcaacg agctgcaggt ccccagctgc 600 

gggctcagct tcccgcggcc cgagcgggcc tggttcaagg ccagccgcat ctacaccctg 660 

gtgctgggtt ttgtggtgcc cgtgtgcacc gtgtgcgtgc tgtacgcgga cctgctgcgc 720 

agactgcggg ccgtccggct ctgctccgga gccaaggctc tgggcaaggc caagcggaaa 780 

gtcacggtgc tggtgtttgc cgtcctggcc gcgtgcctgc tctgctggac gcccttccac 840 

ctggcctccg tcgtggccct gaccacagac atgccccaga ccaccctggt catcagcatc 900 

tcctacgtca tcacgagcct cagctacgcc aactcatgcc tcaacccgtt cctctatgcc 960 

ttcctggacg acaacttccg caagagtttc cgcacgctgt tcccatgcgg cgcggcc 1017 
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<210> 83 
<211> 316 
<212> PRT 
<213> Rabbit 



<400> 83 

Met Gin Asri Ala Ser Leu 

5 • 

Pro Glu Pro Leu Pro Leu 

20 

Ala Val lie Cys Ala Val 
35 

Val Leu Leu Arg Thr Pro 
50 

Leu Asn Leu Ala He Ala 
65 70 
Asn He Ala Asp Phe Leu 

85 

Cys Lys Leu He Val Ala 

100 

Tyr Phe Leu Thr Val Met 
115 

Thr Ala Glu Ser- Arg Arg 
130 

Ala Val Ser Leu Ala Val 
145 150 
Phe Ala Val Phe Ala Arg 

165 

Val Leu Val Phe Pro Gin 



Thr Glu Pro Glu Ser 

10 

■ 

Pro Leu Ala Val Ala 
25 

Gly Leu Val Gly Asn 
40 

Arg Met Lys Thr Val 

■ 

55 

■ 

Asp Glu Leu Phe Thr 

75 

Leu Arg Arg Trp Pro 

90 

He Asp Gin Tyr Asn 
105 

Ser Ala Asp Arg Tyr 
120 

Val Ala Gly Arg Thr 
135 

Trp Ala Leu Val Thr 

155 

Leu Asp Glu Glu Gin 

170 

Pro Glu Ala Phe Trp 



Ala Asn Ala Thr Thr 

15 

Val Pro Val Val Tyr 

■ 

30 

Ser Ala Val Leu Tyr 
45 

Thr Asn Leu Phe He 
60 

Leu Val Leu Pro. He 

< 

80 

Phe Gly Glu Leu Met 

95 • 

Thr Phe Ser Ser Leu 
110 

* 

Leu Val Val Leu Ala 
125 

Tyr Gly Ala Ala Arg 
140 

Leu Val Val Leu Pro 

160 

Gly Arg Arg Gin Cys 

175 

■ * 

Trp Arg Ala Ser Arg 
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180 



185 



190 



Leu Tyr Thr Leu Val Leu Gly Phe Ala lie Pro Val Ser Thr He Cys 



195 



200 



205 



Ala Leu Tyr Thr Thr Leu Leu Cys Arg Leu His Ala Met Arg Leu Asp 

210 215 220 

Asn His Gly Lys Ala Leu Asp Arg Ala Lys Lys Arg Val Thr Phe Leu 



225 



230 



235 



240 



Val Val Ala He Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His 



245 



250 



255 



Leu Ser Thr Val Val Val Leu Thr Thr Asp Val Pro Gin Thr Pro Leu 

260 265 270 

■ 

Val He Ala He Ser Tyr Phe He Thr Ser Leu Ser Tyr Ala Asn Ser 



275 



280 , 



285 



Cys Leu Asn Pro Phe Leu Tyr Ala Phe Leu Asp Asp Ser Phe Arg Lys 



290 



295 



300 



Ser Leu His Gin Val lie Val Cys Arg Ala Glu Ala 



305 



310 



315 



<210> 84 
<211> 948 
<212> DNA 



<213> Rabbit 



<400> 84 

atgcagaacg cgtcgctcac ggagcccgag tcagcaaacg cgacgacccc agagcctttg 60 

ccgctgccgc tggctgtggc ggtgccggtt gtctacgccg tgatctgcgc tgtggggctg 120 

gtgggcaact cagcggtgct gtacgtgctg ctgcggacgc cgcgcatgaa gacggtcacc 180 

aacctgttca tcctcaacct ggccatcgcc gacgagctct tcacgctggt gctgcccatc 240 

aacatcgcag acttcctgct gcgccggtgg ccattcggcg agctcatgtg caagctcatc 300 
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gtggccatcg accagtacaa caccttttcc agcctctact tcctcaccgt catgagcgcc 360 

gaccgctact tggtggtgct ggccaccgcc gagtcgcgcc gggtggctgg ccgcacctac 420 

ggcgccgcgc gagccgtgag cctggccgtg tgggcgctgg tcacgctggt cgtgctgccc 480 

ttcgccgtct tcgcccgcct cgacgaggag cagggccggc gccagtgcgt gctggtcttc 540 

ccgcagcccg aggcattctg gtggcgggcc agccgtctct atacgctcgt gctgggcttc 600 

gccatcccgg tgtccaccat ctgcgccctc tacaccacgc tcctgtgccg gttgcacgcc 660 

atgcggctgg ataaccatgg caaggctctg gaccgcgcca agaagcgggt gaccttcctg 720 

gtagtggcga tcttggccgt ttgcctgctc tgctggacgc cctaccacct gagcaccgtg 780 

- 4 

gtggtcctca ccactgacgt tccacagacg ccgctcgtca tcgccatctc ctactttatc 840 

accagcctga gctacgccaa cagctgcctc aaccccttcc tctatgcctt cttggacgac 900 

agcttccgca agagcctgca ccaggtgata gtgtgcaggg cagaggcc 948 



. <210> 85 

. <211> 30 
<212> PRT 
<213> Rabbit 



<400> 85 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg.Ala 

5 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Val Trp 

20 25 30 



<210> 86 
<211> 90 
<212> DNA 
<213> Rabbit 



<400> 86 
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tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc cggcctgctc 
atggggctgc gccgctcgcc ctacgtgtgg 



60 
90 



<210> 87 
<211> 23. 
<212> PRT 
<213> Rabbit 



<400> 87 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



5 



Ala Gly Leu Leu Met Gly Leu 



10 



15 



20 



23 



<210> 88 
<211> 69 
<212> DNA 
<213> Rabbit 



<400> 88 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc cggcctgctc 60 



atggggctg 



69 



<210> 89 
<211> 24. 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 
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<400> 89 

ggcaaacacc agcactgtga cttt 



24 



<210> 90 
<211> 21 

■ 

<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 90 

cttggccttg cccagagctt t 



21 



<210> 91 
<211> 1084 
<212> DNA 
<213> Rabbit 



<400> 91 

tccacgcgtt gggagctctc ccatatggtc gacctgcagg cggccgcgaa ttcactagtg 

> 

attactcact .atagggctcg agcggccgcc cgggcaggtc ggctggacag ctccggggag 

cttcccctgc tgtggcgcgc agtcggagac tcctgccagg tctggcagcg agagcc'caca 

cgttcggcca cgaggctcgg gacaggccag tggagaggac agcagaatct agcccgagac 

acccctcctg gaagcccacc gccagkcccc tacctgccca gggcaccagc tgctgagggc 

cggcctcgac atgcaggcca caggaacccc ggagtccctg gacaggaagg gcccatcctt 

cccgcccaca gtgagtgtcg gcccctgtca ggacaacagc acggggccca acgccacctg 
ccctgagctg ccgccagccc tcgcagccct gtacglggtg ctgcccaccg tgtactctgt 

gatctgcgcc gtggggctga ccggcaacac agccgtcatc tacgtggtcc tcagagcacc 

» m 

caagatgaag acggtgacca atgtgttcat cttgaacctg gctgtggccg acgggctctt 

a 

cacgctggtg ctgccggtga acatcgcgga gcacctgctg cagcgctggc ctttcgggga 



60 
120 
180 
240 
300 

» 

360 
420 
480 
540 
600 
660 
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cctgctgtgc aagctggtac tggccatcga ccactacaac atcttctcca gcgtctactt 720 

cctggccgtg atgagcgtgg accgotacct ggtggtgctg gccacagtgc agtctcgccg 780 

* 

■ 

cgcaccccgg cgcacccacc gaggcgccaa gctcaccagc ctgtgcgtct ggctgggtgt 840 

gaccctgctg gtcctgccgt tcttctcctt cgcgggcgtc tacagcaacg agctgcaggt 900 

ccccagctgc gggctcagct tcctgcggcc cgagcgggcc tggttcargg ccagccgcay 960 

ctacaccctg gtgctgggtt t.tgtrgtgcc cgtgtgcacy gtgtgcgtgc tgtacgcgga 1020 

cctgctgcgc agactgcrgg ccgtccggct ctgctccgga gccaaagctc tgggcaaggc 1080 

caag 1084 



<210> 92 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 92 

ctgggtgtga ccctgctggt cctgccg 27 



<210> 93 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<223> Priier 



<400> 93 

w 

ctggtcctgc cgttcttctc cttc 24 



<210> 94 
<211> 1878 
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<213> Rabbit 
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<400> 94 

ctggtcctgc cgttcttctc cttcgcgggc 
fgcgggctca gcttcccgcg gcccgagcgg 
ctggtgctgg gttttgtggt gcccgtgtgc 
cgcagactgc gggccgtccg gctctgctcc 
aaagtcacgg tgctggtgtt tgccgtcctg 
cacctggcct ccgtcgtggc cctgaccaca 
atctcctacg tcatcacgag cctcagctac 
gccttcctgg acgacaactt ccgcaagagt 

■ 

tgagagcccc tccaggagca ccccgcctcc 

ccccacccca ccccaccccg ccggcctcgt 

cccacccctc caggagcctc tgcgtccccg 

ccccgcccac cctgcccagg cagcgcccca 

tttatttgat tattttactt gaaaggcaga 

gtgggtaaag ccaccacctg cagtgccagc 

ctgctccact tccgatccag ctccccgcca 

agtccttggg cccctgcacc cgggcgggag 

accagcagat ggaagacctc tctctctgcc 

aaatagatac ataaatcttt taaaaagaaa 

attcacttta caagtggcca cagcggccag 

tctcccacac gggtgcaggg gcccaggcac 

ctggacggga agcggagcag cgggggctca 

tctcctagcg acagaggccc cagaagtcgg 

ttctctctcc tgtctgcctc ctggacagcc 

cagcaggagg tcctgacaca acaggagccc 

tgtcatccca gggccagccc tgagcctcac 



gtctacagca acgagctgca ggtccccagc 60 

gcctggttca aggccagccg catctacacc 120 

accgtgtgcg tgctgtacgc ggacctgctg 180 

ggagccaagg ctctgggcaa ggccaagcgg 240 

gccgcgtgcc tgctctgctg gacgcccttc 300 

gacatgcccc agaccaccct ggtcatcagc 360 

gccaactcat gcctcaaccc gttcctctat 420 

ttccgcacgc tgttcccatg cggcgcggcc 480 

ccacaaccca gccccaccca ggctgcgcca 540 

ccaggcagcg ccccacgtcc tggagtcctg 600 

cttcccctca cgggcccggc ctgggctgtg 660 

tccaggcagt gccccgcttt ttctaataga 720 

gtgacagaaa gagagggagg gacctgctcc 780 

atcccagatg ggcgtgggtt caagtcccag 840 

tggcctgggg aaacagtgga agatggtcca 900 

gcccagaaga agcagccaac tgggaagtga 960 

tctccttctc tctctgtaac tctgactttc 1020 

ggaaggaaga gacagggtgt ccatgtgctc 1080 

gtcaaagacg gaacaggagc tccatctggg 1140 

ccaaaggtct ccacgagcat tagcagggcg 1200 

gctcacacag caccagcccc gtctttgata 1260 

cctctacctt cagagacagc cagagctagg 1320 

ccgagcagac agcagcaggc gctcaggtcc 1380 

tgaatccacc cacagagacc ccactgcccc 1440 

agccgagagc cactgggctc ctccaggttg 1500 
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catcaggagg tgaccgagct gggcagccca ggcagcaaaa cccagggtct ctgcagaggc 1560 

* 

caagggcacc tatgtcaaag accaagagac ctctcgctgg. gaggcctgtg ccctgtgtgt 1620 

cccccctatc caggggccac gtgtcacctg caggggcttg cacctggaac ccctaggcct 1680 

ggacccagcc agcagcagct gctatgagcc tcaggcttgg gaggggctcc caggtgcagg 1740 

gtcagagacc cctgattcca ggcagaaggg ccgagcaggt ccccaaagac cacccggtgg 1800 

gcctggcccc tctggttgag tctgggglct cagccttgcc tctgggtgcg gtcaggaccc 1860 

aggctcacca ccccagcc 1878 



<210> 95 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 

<400> 95 

> 

gcgtcgacac catgcaggcc acaggaaccc cggag 

* 

■ 

<210> 96 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 

<400> 96 

gcactagttc aggccgcgcc gcatgggaac ag 

<210> 97 . 
<211> 1039 
<212> DNA 



WO 2004/041301 

* 

<213> Rabbit 
<400> 97 

gcgtcgacac catgcaggcc acaggaaccc 
tcccgcccac agtgagtgtc ggcccctgtc 
gccctgagct gccgccagcc ctcgcagccc 
tgatctgcgc cgtggggctg accggcaaca 
ccaagatgaa gacggtgacc aatgtgttca 
tcacgctggt gctgccggtg aacatcgcgg 
acctgctgtg caagctggta ctggccatcg 
tcctggccgt gatgagcgtg gaccgctacc 
gcgcaccccg. gcgcacccac cgaggcgcca 
tgaccctgct ggtcctgccg ttcttctcct 
tccccagctg cgggctcagc ttcccgcggc 
tctacaccct ggtgctgggt tttgtggtgc 
acctgctgcg cagactgcgg gccgtccggc 

* 

ccaagcggaa agtcacggtg ctggtgtttg 
cgcccttcca cctggcctcc gtcgtggccc 
tcatcagcat ctcctacgtc atcacgagcc 
tcctctatgc cttcctggac gacaacttcc 
gcgcggcctg aactagtgc 

<210> 98 
<211> 26 
<212> DNA 

♦ 

<213> Artificial Sequence 
<223> Primer 

<400> 98 
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cggagtccct ggacaggaag ggcccatcct 60 

aggacaacag cacggggccc aacgccacct 120 

tgtacgtggt gctgcccacc gtgtactctg 180 

cagccgtcat ctacgtggtc ctcagagcac 240 

■ 

tcttgaacct ggctgtggcc gacgggctct 300 

agcacctgct gcagcgctgg cctttcgggg 360 

accactacaa catcttctcc agcgtctact 420 

tggtggtgct ggccacagtg cagtctcgcc 480 

agctcaccag cctgtgcgtc tggctgggtg 540 

tcgcgggcgt ctacagcaac gagctgcagg 600 

ccgagcgggc ctggttcaag gccagccgca 660 

ccgtgtgcac cgtgtgcgtg ctgtacgcgg 720 

■ 

tctgctccgg agccaaggct. ctgggcaagg 780 

ccgtcctggc cgcgtgcctg ctctgctgga 840 

tgaccacaga catgccccag accaccctgg 900 

tcagctacgc caactcatgc ctcaacccgt 960 

gcaagagttt ccgcacgctg ttcccatgcg 1020 

1039 
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ggcgtgcaac cggcacagga gcgtgg 26 

<210> 99 
<21 1> 23 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 

<400> 99 

ggcacaggag cgtggtgtag agg 23 

<210> 100 
<211> 1171 
<212> DNA 
<213> Rabbit 

» 

<400> 100 

actcactata gggctcgagc ggccgcccgg gcaggtggaa cccaaaggga cggaagcata 60 

cctc.tgtcga tttccgtggg ctgatcctca tggtcttcca tgggtgtcct agaacagggg 120 

aggtggattt gtatttttcc tataaaggct aagaactcct ctctctagca ctttgatcca 180 

ttggttggaa cgagagattt caacaggtag cagatagcgc tcacttgggg gaggtttgga 240 

gtgccacccc caccacctcc ggggccacgc ccctccctga tgctaccggt caacgagcct 300 

aactcgtgct ttcaataccg ttttacagcc ccgggagtca gcggcgacca gtgggctgtg 360 

ggggagccgg gaacacccct cccctagaaa gccagagacc ggctaggagc acagcggcga 420 

gtgcccggga gcaggtccgc ggggaagcgg gctttttgga tcgctcagcc ccgcggagag 480 

ccgtagggga cacgggaggc gggttcctcc atcctcgccg acatgcagaa cgcgtcgctc 540 

acggagcccg agtcagcaaa cgcgacgacc ccagagcctt tgccgctgcc gctggctgtg 600 

gcggtgccgg ttgtctacgc cgtgatctgc gctgtggggc tggtgggcaa ctcagcggtg 660 

ctgtacgtgc tgctgcggac gccgcgcatg aagacggtca ccaacctgtt catcctcaac 720 
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ctggccatcg ccgacgagct cttcacgctg gtgctgccca tcaacatcgc agacttcctg 780 

ctgcgccggt ggccattcgg cgagctcatg tgcaagctca tcgtggccat cgaccagtac 840 

aacacctttt ccagcctcta cttcctcacc gtcatgagcg ccgaccgcta cttggtggtg 900 

■ 

ctggccaccg ccgagtcgcg ccgggtggct ggccgcacct acggcgccgc gcgagccgtg 960 

agcctggccg tgtgggcgct ggtcacgctg gtcgtgctgc ccttcgccgt cttcgcccgc 1020 

ctcgacgagg agcagggccg gcgccagtgc gtgctggtct tcccgcagcc cgaggcattc 1080 

tggtggcggg ccagccgtct ctatacgctc gtgctgggct tcgccatccc ggtgtccacc 1140 

atctgcgccc tctacaccac gctcctgtgc c 1171 



<210> 101 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 101 

gtgagcctgg ccgtgtgg 18 



<210> 102 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 102 

gcagcccgag gcattctgg 19 



<210> 103 
<211> 1049 
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<212> DNA 
<213> Rabbit 

<400> 103 

■ 

gcagcccgag gcattctggt ggcgggccag ccgtctctat acgctcgtgc tgggcttcgc 60 

catcccggtg tccaccatct gcgccctcta caccacgctc etgtgccggt tgcacgccat 120 

gcggctggat aaccatggca aggctctgga ccgcgccaag aagcgggtga ccttcctggt 180 

agtggcgatc ttggccgttt gcctgctctg ctggacgccc taccacctga gcaccgtggt 240 

ggtcctcacc actgacgttc cacagacgcc gctcgtcatc gccatctcct actttatcac 300 

cagcctgagc tacgccaaca gctgcctcaa ccccttcctc tatgccttct tggacgacag 360 

cttccgcaag agcctgcacc aggtgatagt gtgcagggca gaggcctgac acccgggtgc 420 

* 

gcgctgtccc gaacaggacc ccgagccagg accagcgcag ggagaatgga cactagcggc 480 

actccagtgt ggtcccggaa agacagcttt ggtgtcccgg ggaaacttaa tggggatgcg 540 

gatgcctggg ccctacccca gccccagctg tggttgcgcc ctcagcttgg gtttgccagc 600 

ccttccagga gaagccgagt gtgagaacct cggtggctga gaaagccata tcgactgctc 660 

cctaaaggcg aagagaggag ttgaccctcg aacttcgcac aaacggtgga agaggagggc 720 

agtattgctg ggagctgccc ccttctaacc tccagcccct gcaccgtgct ccgggagctg 780 

gttgttcgtt aacgctgctc tagcgggaat cctccgcgcc atcctgggga acacctggcg 840 

acgccgcgcg ggatcccagg cgacggcacc ccgcttgcgc ttgcgtttlg tttctctgct 900 

ttaggaaact gctgtctgtg cccttgctgc agcaggagaa cagaacgggc tggtccccta 960 

gtccttctct gcgcgttcca gaccctgggc cagggcgccc cagttttcgc ctgcacccgc 1020 

tcctctgaga tgcgcccggc cgtgtggag 1049 

<210> 104 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 
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<400> 104 

gcgtcgacac catgcagaac gcgtcgctca cggag 35 



<210> 105 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 105 

gcactagttc aggcctglgc cctgcacact at 32 



<210> 106 
<211> 970 
<212> DNA 
<213> Rabbit 

<400> 106 

gcgtcgacac catgcagaac gcgtcgctca cggagcccga gtcagcaaac gcgacgaccc 60 

cagagccttt gccgctgccg ctggctgtgg cggtgccggt tgtctacgcc gtgatctgcg 120 

ctgtggggct ggtgggcaac tcagcggtgc tgtacgtgct gctgcggacg ccgcgcatga 180 

agacggtcac caacctgttc atcctcaacc tggccatcgc cgacgagctc ttcacgctgg 240 

tgctgcccat caacatcgca gacttcctgc tgcgccggtg gccattcggc gagctcatgt 300 

gcaagctcat cgtggccatc gaccagtaca acaccttttc cagcctctac ttcctcaccg 360 

tcatgagcgc cgaccgctac ttggtggtgc tggccaccgc cgagtcgcgc cgggtggctg 420 

gccgcaccta cggcgccgcg cgagccgtga gcctggccgf gtgggcgctg gtcacgctgg 480 

* 

tcgtgctgcc cttcgccgtc ttcgcccgcc tcgacgagga gcagggccgg cgccagtgcg 540 

tgctggtctt cccgcagccc gaggcattct ggtggcgggc cagccgtctc tatacgctcg 600 

tgctgggctt cgccatcccg gtgtccacca tctgcgccct ctacaccacg ctcctgtgcc 660 
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ggttgcacgc catgcggctg gataaccatg gcaaggctct ggaccgcgcc aagaagcggg 
tgaccttcct ggtagtggcg atcttggccg 1 1 1 gcc tgc t . c tgc t ggacg ccctaccacc 
tgagcaccgt ggtggtcctc accaclgacg ttccacagac gccgctcgtc atcgccatct 
cctactttat caccagcctg agctacgcca acagctgcct caaccccttc ctctatgcct 
tcttggacga cagcttccgc aagagcctgc accaggtgat agtgtgcagg gcagaggcct 

* 

gaactagtgc 



720 
780 
840 
900 
960 
970 



<210> 107 
<211> 26 
<212> DNA 

, <213> Artificial Sequence 
<223> Primer 



<400> 107 

ggcggcgcgg cccacgtgtg gtagcg 

<210> 108 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 

<400> 108 

gtggtagcgg ggactcgcca cgtgctt 

<210> 109 
<211> 245 
<212> DNA 
<213> Rabbit 
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<400> 109 

agcctcccgc gcttcggclc ccgacgcccg gaccccgccg cgcgccggac ccagccgcgt 60 

tggttgctgg cccgccccgc cgggcggccg tcgacgctag agccctggcg cggggccagg 120 

gagtgcgggg cccggagcgg gggcctccgg cgagccggcc gctgctggcg ctggccctgg 180 

cgctgctcct gctgccgctg cccgccggcg cctggtacaa gcacgtggcg agtccccgct 240 

• * 

accac 245 



<210> 110 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 110 

ccckccvgyg cstggtayaa gca 



23 



<210> 111 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 111 

aagcacgtgg cgagyccycg ctayca 



26 



<210> 112 
<21.1> .545 
<212> DNA 



r 
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<213> Rabbit • 



<400> 112 

aagcacgtgg cgagtccccg ctaccacacg gtgggccgcg ccgccggcct gctcatgggg 



60 



ctgcgccgct cgccctacgt gtggcgccgt gcgctgcgcg cggccgctgg caccccggcc 120 

tgggacgcct tcgccccggg cgccgcggcg cgcgacgcc'c tcctcctgcg tttcccgggg 180 

- • 

ctttgggagc cgtgggaggc gccacgccgg agcttcacag ctgggcgccc cgtgcgtgcg 240 

■ 

ccccgcagcc cgcccgccct cgagtggcgg ccggggcccc gctcccccag cgcagcggac 300 

ccagccagac ccttcggaga gacggatcgc gccccgccgc cgtatccgca>gcgaatcccc 360 

♦ * 

» 

ctcgccggcc cccgcctggc ccgcggacag ctgtgagcct cccgggccgc gacgcccccg .420 

cgcctgcccc gagaagagct gccgcggcgt cggccgagcc gggccgcgtg gtcaataaaa 480 

cccgcctggc cgctgcgccc ccgcgagtga aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 540 



aaaaa 



545 



<210> 113 
<211> 27 

i 

<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 113 

cgggcggccg tcgacgctag agccctg 



27 



<210> 114 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 
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<400> 114 

c.tcggccgac gccgcggcag ctcttct 



27 



<210> 115 
<211> 589 
<212> DNA • 
<213> Rabbit 



<400> 115 

cgggcggccg tcgacgctag agccctggcg cggggccagg gagtgcgggg cccggagcgg 60 

i 

gggcctccgg cgagccggcc gctgctggcg ctggccctgg cgctgctcct gctgccgctg 120 

cccgccggcg cctggtacaa gcacgtggcg agtccccgct accacacggt gggccgcgcc 180 

gccggcctgc tcatggggct gcgccgctcg ccctacgtgt ggcgccgtgc gctgcgcgcg 240 

gccgctggca ccccggcctg ggacgccttc gccccgggcg ccgcggcgcg cgacgccctc 300 

ctcctgcgtt tcccggggct ttgggagccg tgggaggcgc cacgccggag. cttcacagct 360 

gggcgccccg tgcgtgcgcc ccgcagcccg cccgccctcg agtggcggcc ggggccccgc 420 

tcccccagcg cagcggaccc agccagaccc ttcggagaga cggatcgcgc cccgccgccg 480 

tatccgcagc gaatccccct cgccggcccc cgcctggccc gcggacagct gtgagcctcc 540 



cgggccgcga cgcccccgcg cctgccccga gaagagctgc cgcggcgtc 



589 



<210> 116 
<211> 169 
<212> PRT 
<213> Rabbit 



<400> 116 

> 

Leu Ala Arg Gly Gin G-ly Val Arg Gly Pro Glu Arg Gly Pro Pro Ala 

5 10 15 

r 

Ser Arg Pro Leu Leu Ala Leu Ala Leu Ala Leu Leu Leu Leu Pro Leu 
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20 



25 



30 



Pro Ala Gly. Ala Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr 



35 



40 



45 



Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr 



50 



.55 



60 



Val Trp Arg Arg Ala Leu Arg Ala Ala Ala Gly Thr Pro Ala Trp Asp 
65 70 75 80 

Ala Phe Ala Pro Gly Ala Ala Ala Arg Asp Ala Leu Leu Leu Arg Phe 



85 



90 



95 



Pro Gly Leu Trp Glu Pro Trp Glu Ala Pro Arg Arg Ser Phe Thr .Ala 

100 105 110 

Gly Arg Pro Val Arg Ala Pro Arg Ser Pro Pro Ala Leu Glu Trp Arg 

115 120 125 

Pro Gly Pro Arg Ser Pro Ser Ala Ala Asp Pro Ala Arg Pro Phe Gly 



130 



135 



140 



Glu Thr Asp Arg Ala Pro Pro Pro Tyr Pro Gin Arg He Pro Leu Ala 



145 



150 



155 



160 



Gly Pro Arg Leu Ala Arg Gly Gin Leu. 

165 



<210> 117 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 117 



gcgtcgacct ggcgcggggc cagggagtg 



29 
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<210> 118 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<223> Primer 



<400> 118 

gcactagttc acagctgtcc gcgggccagg 



30 



<210> 119 

# 

<211> 523 
<212> DNA 
<213> Rabbit 



<400> 119 

gtcgaccctg gcgcggggcc agggagtgcg gggcccggag cgggggcctc cggcgagccg 60 

■ 

gccgctgctg gcgctggccc tggcgctgct cctgctgccg ctgcccgccg gcgcctggta 120 

caagcacgtg gcgagtcccc gctaccacac ggtgggccgc gccgccggcc tgctcatggg 180 

gctgcgccgc tcgccctacg tgtggcgccg tgcgctgcgc gcggccgctg gcaccccggc 240 

ctgggacgcc ttcgccccgg gcgccgcggc gcgcgacgcc ctcctcctgc gtttcccggg 300 

gctttgggag ccgtgggagg cgccacgccg gagcttcaca gctgggcgcc ccgtgcgtgc 360 

gccccgcagc ccgcccgccc tcgagtggcg gccggggccc cgctccccca gcgcagcgga 420 

cccagccaga cccttcggag agacggatcg cgccccgccg ccgtalccgc agcgaatccc 480 



cctcgccggc ccccgcctgg cccgcggaca gctgtgaact agt 



523 



<210> 120 
<211> 507 
<212> DNA 



<213> Rabbit 
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<400> 120 

ctggcgcggg gccagggagt gcggggcccg gagcgggggc ctccggcgag ccggccgctg 60 

ctggcgctgg ccctggcgct gctcctgctg ccgctgcccg ccggcgcclg gtacaagcac 120 

gtggcgagtc cccgctacca cacggtgggc cgcgccgccg gcctgctcat ggggctgcgc 180 

cgctcgccct acgtgtggcg ccgtgcgctg cgcgcggccg ctggcacccc ggcctgggac 240 

gccttcgccc cgggcgccgc ggcgcgcgac gccctcctcc tgcgtttccc ggggctttgg 300 

gagccgtggg. aggcgccacg ccggagcttc acagctgggc gccccgtgcg tgcgccccgc 360 

agcccgcccg ccctcgagtg gcggccgggg ccccgctccc ccagcgcagc ggacccagcc 420 

agacccttcg gagagacgga tcgcgccccg ccgccgtatc cgcagcgaat ccccctcgcc 480 

ggcccccgcc tggcccgcgg acagctg 1 507 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/14102 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K38/17, 31/7088, 39/395, 45/00, 48/00, A61P5/10, 7/10, 
7/12, 9/12, 13/10, 43/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

lilt. CI 7 A61K38/17, 31/7088, 39/395, 45/00, 48/00, A61P5/10, 7/10, 
7/12, 9/12, 13/10, 43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1926-1992 Torokn Jitsuyo Shinan Koho 1994-1996 

Kokai Jitsuyo Shinan Koho 1971-1992 Jitsuyo Shinan Toroku Koho 1996-2003 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
DDB J/GenBank/EMBL/ PDB /GeneSeq/Swi s s Pro t /PIR 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
A 



X 
A 



WO 01/98494 Al (TAKEDA CHEMICAL INDUSTRIES, 
LTD . ) , 

27 December, 2001 (27.12.01), 

(Full text; in particular, sequence listing 

sequence Nos. 4, 17, 19, 32) 

& EP 1293567 Al & JP 2003-9873 A 

WO 02/44368 Al (TAKEDA CHEMICAL INDUSTRIES , 
LTD. ) , 

06 June, 2002 (06.06.02), 

(Full text; in particular, sequence listing 

sequence Nos. 9, 127, 182, 183) 

& EP 1344823 Al & JP 2003-153694 A 



27-39,42-54 
1-16, 25,26, 
40, 41, 55, 56 



27-39,42-54 
1-16, 25,26, 
40,41,55,56 



| [ Further documents are listed in the continuation of Box C. (^] See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
°E* earlier document but published on or after the international filing 
date 

"V document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



"V later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

° Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
20 January, 2004 (20.01.04) 


Date of mailing of the international search report 

03 February, 2004 (03.02.04) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/14102 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2){a) for the following reasons: 

1. [X] ClaimsNos.: 17-24 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 17 to 24 involve methods for treatment of the human body by 
surgery or therapy and thus relate to a subject matter which this 
International Searching Authority is not required, under the provisions 
of Article 17(2) (a) (i) of the PCT and Rule 39.l(iv) of the Regulations 
under the PCT, to search. 

2. □ ClaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. ClaimsNos.: 

because they are dependent claims and are hot drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

In the present case, the technical feature of the inventions according 
to claims 1 to 16, 25 and 26 differs from the technical feature of the 
inventions according to claims 27 to 39. 

In the present case, the technical feature of the inventions according 
to claims 1 to 16, 25 and 26 differs from the technical feature of the 
inventions according to claims 42 to 54. 

It does not appear that there is any technical relationship among 
these inventions involving one or more of the same or corresponding 
special technical features. 

Such being the case, it is recognized (continued to extra sheet) 

1. f— ] As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. fx] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. r^] No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest 

[ | No protest accompanied the payment of additional search fees. 



Form PCI7ISA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP03/14102 



Continuation of Box No. II of continuation of first sheet (1) 



that the present international application does not comply with the 
requirement of unity of invention. 



Form PCT/1SA/210 (extra sheet) (July 1998) 



PCT/J PO 3/1 4 10 2 



a. %9HDR+z&nv4m m^mm (ipc) ) 

Int. CI 7 A61K3 8/1 7, 3 1/7 0 8 8, 39/3 9 5, 4 5/00, 4 8/0 0, 

A61P5/10, 7/10, 7/12, 9/12, 13/10, 4 3/0 0 



B. 



Int. CI 7 A61K3 8/1 7, 3 1/7 0 8 8, 3 9/3 9 5, 4 5/0 0, 4 8/0 0, 

A61P5/10, 7/10, 7/12, 9/12, 13/10, 43/00 



0 xm^R&m 



192 6-1992 
1971-1992 
1994-1996 
1 9 9 6-2 0 0 3 



DDBJ/GenBank/EMBL/PDB/GeneSeq/SwissProt/PIR 



c. 







Bill- 5 








X 


WO 0 1/98494 Al (TAKEDA CHEMICAL INDUSTRIES, 


27-39, 42-54 




LTD.) 




A 


2001. 12. 27 


1-16, 25, 26, 




(±jc mz, mmm&m^i, n, 19, 32pm) 


40, 41, 55, 56 




& EP 1293567 Al 






& JP 2003-9873 A 





Taj ^Mii(Dfe6^Tfi^<. -®wa«7k^^^i- 
TPJ B8£fflip0litrt\ ^o^yt^i^S^ftSffiM 



£^xm&m*ft^k%jtbriZ>h<o 

r&j vh7r^ i) 



Ltc 0 



2 0. 01. 2004 



OS. 1 2004- 



n*m®?tff (i sa/j p> 

Sifil#-§- 100-8915 



0 3-3581-1101 



4C 



9 84 1 



3 4 5 1 



i^PCT/ISA/2 10 ($2^^) (1 99 8¥7^) 



PCT/ J P 0 3/14102 



WO 02/44368 Al (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) 

200 2. 06. 06 

(±x wmmm&^r 9 , i. 2 7 , 1 8 2 , 1 8 3 

&EP1344823A1 
& JP 2003-153694 A 



m) 



27-39, 42-54 

1-16, 25, 26, 
40, 41, 55, 56 



«5fcPCT/ 



ISA/210 (f$2-<T-*S<Dl8i1*) (1 998#7£) 



PCT/JP 0 3/14 10 2 



&%82k%3m (PCTl 7 ft (2) (a)) <D&£KJ:tK w©HBH*«fert&^a*fci 0»*O«B©--ffl»J:ov^"Cf^ 



1- D 



17-24 



1^ r©H^*«B*WaEtr5^i:«rKLftv^fc«5t>©-efe5, 



T% PCTmi7^(2)(a)(i)&im:TMy39.1(iv)©^{Cj:!9, ^(Di^igll^i 



2. □ if#£>$SH 



3. □ 12, «S*^lt fcot P C T ffl6. 4(a) 2 »W 3 X^lC 

tot, «8gJ±}li{^^^ 



1. □ ttiJ^as&llftil^^ reoH»W36«ett. 1-^T©W&Wfl&fcW# 



2. g iS3taWaE#»»«rS*-r54t?t4<. t^ToWFUtSfc^ it 



3t^»*f ^KAf+**»*3&^> fc. 



0 1 



■i' 



f 



5SPCT/I SA/2 1 0 (f51^-^©«ai (1) ) (1 9 9 8^7^) 



. :-1 



/ 

/ 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 



U SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: ■ 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




BLURRED OR ILLEGIBLE TEXT OR DRAWING 



IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 



FADED TEXT OR DRAWING 



BLACK BORDERS 



